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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
21 CFR Parts 310 and 333
{Docket No. 80N-0476]

RIN 0905-AA06

Topical Antifungal Drug Products for
Over-the-Counter Human Use;
Tentative Fina} Monograph

AGENCY: Food and Drug Administration,
HHS. ‘

ACTION: Notice of proposed rulemaking.

SUMMARY: The Food and Drug
Administration (FDA) is issuing a notice
of proposed rulemaking in the form of a
tentative final monograph that would
establish conditions under which over-
the-counter {OTC) topical antifungal
drug producis are generally recognized
as safe and effective and not
misbranded. FDA is issuing this notice
of proposed rulemaking after
considering the report and -
recommendations of the Advisory
Review Panel on OTC Antimicrobial If
Drug Products and public comments on
an advance notice of proposed :
rulemaking that was based on those
recommendations. This proposal is part
of the ongoing review of OTGC drug
products conducted by FDA.

BATES: Written comments, objections, or
requests for oral hearing on the
proposed regulation before the |
Commissicner of Food and Drugs by
March 12, 1650. Because of the length
and complexity of this proposed
regulation, the agency is allowing a
period of 120 days for comments and
objections instead of the normal 60
days. New data by December 12, 1990,

Comments on the new data by February -
/

12, 1891, Written comments on the
agency’s economic impact determination
by March 12, 1980,

ADDRESSES: Written comments,
objections, new data, or requests for
oral hearing to the Dockets Management
Branch (HFA-305}, Foed and Drug
Administration, Room 4-62, 5600 Fishers
Lane, Rockville, MD 20857,

- FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drug
Evaluation and Research (HFD-210),
Food and Drug Administration, 5600
Fishers Lane, Rockville, M3 20857, 301—
295-8000. o
SUPPLEMENTARY INFORMATION: In the
Federal Register of March 23, 1982 (47
FR 12480), FDA published, under
§ 330.10{a){6) (21 CFR 330.10(a)(6)), an
advance notice of proposed rulemaking
to establish a monograph for OTC
topical antifungal drug products,

together with the recommendations of
the Advisory Review Panel on OTC
Antimicrobial I Drug Products, which
was the advisory review panel
responsible for evaluating data on the
active ingredients in this drug class.
Interested persons were invited to
submit comments by Jure 21, 1982;
Reply comments in response to
comments filed in the initial comment
period could be submitted by July 21,
1982. )

In a notice published in the Federal
Register of September 7,1982 (47 FR
39464), the agency advised that i had
reopened the administrative record for
OTC topical antifungal drug products as
it pertains to products used for the
treatment of diaper rash to allow
consideration of the statement of the
Advisory Review Pans! or OTC
Miscellaneous External Drug Products
on these products. Interested persons
were invited to submit comments until
December 6, 1982. Reply comments in
response to comments filed in the initial
comment period could be submitted
until January 5, 1983. In response to
numerous requests, the agency issued a
notice in the Federal Register of
December 28, 1982 (47 FR 57738)
granting an extension of the deadiine for
comments until February 4, 1983, and for
reply comments until March 7, 1983.

In accordance with § 330.10(a}(10), the
data and information considered by the
Panel were put on public display in the
Dockets Management Branch {address
above), after deletion of 2 small amount
of trade secret information. Data and
tnformation received after the
administrative record was recpened
have also been put on display in the
Dockets Management Branch.

In response to the advance notice of
proposed rulemaking, nine drug

-manufacturers, one drug manufacturers’

association, twe medical facilities, and
three consumers submitted comments.
In response to the reapening of the
administrative record to include OTC
diaper rash drug products, four drug
manufacturers, one manufacturer of
fiber products, and one drug
manufacturers’ association submitted
comments.-Copies of the comments
received are on public display in the
Dockets Management Branch.

The advance notice of proposed
rulemaking, which was published in the
Federal Register of March 23, 1982 (47
FR 12480), was designated as a
“proposed monograph” in order to
conform to terminology used in the OTC
drug review regulations {21 CFR 330.10).
Similarly, the present document is

. designated in the OTC drug review

regulations as a “tentative final
monograph.” Its legal status, however, is

that of a proposed rule. In this tentative
final monograph (proposed rule] to add
new subpart C to part 333 [proposed in
the Federal Register of July 9, 1982; 47
FR 29986}, FDA states for the first time
its position on the establishment of a
monograph for OTC topical antifungal
drug products. In this tentative final
moncgraph the agency is also proposing
to amend part 310. Final agency action
on this matter will occur with the
publication at a future date of a final
monograph, which will be a final rule
establishing a monograph for OTC
topical antifungal drug preducts.

This proposal constitutes FDA’s
tentative adoption of the Panel’s
conclusions and recommendations cn
OTC topical antifungal drug products as
modified on the basis of the comments
received and the agency’s independent
evaluation of the Panel’s report.
Modifications have been made for
clarity and regulatory accuracy and to
reflect new information. Such new
information has been placed on file in
the Dockets Management Branch
(address above). These modifications
are reflected in the following summary
of the comments and FDA's responses to
them,

The OTC drug procedural regulations
{21 CFR 320.10) now provide that any
testing necessary to resolve the safety or
effectiveness issues that formerly
resulted in a Category HI classification,
and submission to FDA of the resulis of
that testing or any other data, must be
done during the OTC drug rulemaking
process before the establishment of a
final monograph. Accordingly, FDA will
no longer use the terms “Category I"
{generally recognized as safe and
effective and not misbranded),
“Category II'" {niot generally recognized
as safe and effective or misbranded),
and “Category 1II” {available data are
insufficient to classify as safe and ,
eifective, and further testing is required)
at the final monograph stage, but will
use instead the terms “monograph
conditions” (old Category 1) and
“nonmonograph conditions” (old
Categories I and IIi}. This document

retains the concepts of Categories 1, I,

and III at the tentative final monograph
stage. -

The agency advises that the
conditions under which the drug
products that are subject to this
monograph would be generaily
recognized as safe and effective and not
misbranded (monograph conditions) will
be effective 12 months after the date of
publication of the final monograph in the
Federal Register. On or after that date,

- no OTC drug product that is subject to

the monograph and that containg a

v
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nonmoenegreph condition, Le. a
sondition that would cause the drug to
be not generally recognized as safe and
2ffective or to be misbranded, may be
initially introduced oz initially delivered
for introduction into interstate
commerce unless it is the subject of an
approved application. Further, any OFC
drug product subject te this monograph
that is repackaged or relebeled after the
effective date of the monograph must be
in compliance with the meonograph
regardless of the date the product wag
initially intreduced or initially delivered
for introduction into inferstate
commerce. Manufagturers are
encouraged to eomply voluntarily with
the monograph at the earliest possible
date.

In the advance notice of proposed
rulemaking for OTC topical entifungal
drug products {47 FR 12480}, the agency
suggested that the conditions included
in the monograph {Category I} be
effective 8 months after the date of
publication of the final monegraph in the
Federal Register. Experience has shown
that relabeling of products covered by
‘the monegraph iz necessary in order for
manufacturers to comply with the
monograph. New labels containing the
monograph labeling have to be written,
ordered, received, and incorperated into
+he manufacturing process. The agency

188 determined that it is impractical to
expect new labeling to be in effect 6
months after the date of publication of
the final monograph. Experience hasg
shown algo that if the deadline for
relabeling is too short, the agency is
burdened with extension requests and
related paperwork.

In addition, some products may have
to be reformulated to comply with the
monograph. Reformulation ofien
involves the need fo do stability testing
on ihe new product. An accelerated
aging process may be used to test a new
formulation; however, if the stability
testing is not successful, and if further
reformulation is required, there could ba
a further delay in having a new product
available for manufacture.

The agency wishes to establish a
reasonable period of time for relabeling
and reformuiation in order to avoid an
unnecessary disruption of the
marketplace that could not only result in
economic loss, but alse interfers with
consumers’ access to safe and effective
drug products. Therefore, the agency is
proposing that the final menegraph be
effective 12 months after the date of ity
sublication in the Federal Register. The
agency believes that within 12 months
after the date of publication most
:manufacturers can order new labeling

and reformulate their products and have
them in compliance in the marketplace.

If the agency determines that any
labeling for a condition included in the
final monograph should be implemented
sooner tham the 12-month effective date,
a shorter deadline may be established.
Similarly, if a safety problem is
identified for a particular nonmoncgraph
condition, a shorter deadline may be set
for removal of that condifion from OTC
drug preducis. ‘

All “OTC Volumes” cited throughout
this decument refer to the submissions
made by interested persons pursuant fo
the call-for data notice published in the
Federal Register of December 16, 1972
(37 FR 28842) or to additional
information that has come to the

" agency’s attention since publication of

the advance notice of proposed
rulemaking. The volumes are on public
display ir the Bockets Management
Branch {address abovel.

1. The Agency’s Tentative Conclusions
on the Comments and Reply Comments

A. General Comments

1. Twe comments contended that OTC
drug monographs are interpretive, as
opposed to substantive, regulations. The
comments referred to statements on this
issue submitied earlier to other OTC
drug rulemaking proceedings.

The agency addressed this issue in
paragraphs 85 through 91 of the
preamble to the procedures for
classification of OTC drug products,
published in the Federal Register of May
11, 1972 (37 FR 9464} and in paragraph 3
of the preamble to the tentative final
monograph for antacid drug products,
published in the Federal Register of
Movember 12, 1973 {38 FR 31260}. FDA
reaffirms the conclusions stated there.
Court decisions have confirmed the
agency's authority to iasue substantive
regulations by rulemaking. {See, e.g.,
Netional Netritional Foods Association
v. Weinberger, 512 F.2d 688, 656-98 (2d
Cir. 1975) and Netional Association of
Pharmaceuiical Manufacturers v. FDA,
487 F. Supp. 412 (S.D.N.Y. 1980} , aff'd,
637 F.2d 887 (2d Cir. 1981}.)

2. Cne comment requested that a

- currently marketed OTC spray-on

antifungal foot powder be removed fram
the market immediately because,
despite the warning on the container
label not to breathe the spray, use of
this product resulis in unavoidable
inhalation. The comment maintained
that the dispenser is defective in design
because the spray.cannet be localized ta
the toe area but envelops the head as
well.

The OTC drug review program
establishes monegraph conditions ender

which OTC drug products are generally
recognized as safe and effective and are
appropriately labeled. These conditions
principally censist of asceptable
ingredients and approved labeling such
as indications for use, warnings, and
directions. Other ageney regulaticns
require warnings for certain drugsin
dispensers pressurized by gasecus
propellants. {See 21 CFR 368.21.) These
warnings are intended to alert
consumers to minimize contact of the .
asrosolized product with the eye and to
minimize inhalation of the aerosol.

The agency continually monitors
adverse reaction reports. When safety
problems arise from the use of a
particular ingredient or dosage form,
such as an aerosol, the agency takes
appropriate action. For exampie, in the
Federal Register of August 16, 1977 (42
¥R 41374), the agency issued a fnal
regulation declaring that any aeroscl
drug or cosmetic produet containing
zircomium is @ new drug or an
adulterated cosmetic. This action was
prompted by the agency’s concern about
the inhalation of zirconium aeroscl by
consuniers. FDA was aware of reports

_ that zirconfum compounds caused skin

granufomas and toxic effects in the
hings and other organs of laboratory
snimals. The regulation wag intended to
keep zirconium-containing aerosols off
the market until adequate safety testing
had been completed.

The agency has reviewed the
submissions made to the Panel and
other data to determine whether there
have been adverse reaction reporis or
potential safety problems reported from
inhalation of the product mentioned by
the comipent, None have been found.
Accordingly, the agency considers the
label warnings for this product to be
adequeate, and finds that there I no
basis for removing it from the market.
The agency also notes that antifungal
drug products are svailable in dosage
forms other than aerosols, suck as
creams, lotions, and powders.
Consumers who find aerssols
objectionable may select & different
dosage form.

3. One cominent suggested revisions
of several discussions in the Panel's:
report. These suggestions included
expansion or clarification of narrative
statements related to sites of infection,
fungal cultures, effectiveness criteria,
sample size, end indications fora

- specific ingredient.

The Panel’s report reprasents the
Panel's opinton and recommendations
based on clinical experience, a review
of the scientific literature, and an
evaluation of the data presented to it.
As stated abeve, the present tentative
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final monograph represents FDA’s
adoption of the Panel report together
with negcessary modifications. This
document is not, however, a restatemen
of the Panel report, And, because the
revisions suggested by the comment
would not alter the tentative final
monograph, it is not necessary to
address specifically the suggested
revisions to the Panel’s report as they
relate to the form of the report. .

4. One comment objected to a
television advertisement which claimed
that, according to an expert medical
banel report to the FDA, a tolnaftate
product contains the only medication
proven to prevent reinfection from
athlete’s foot fungus and also “conveyed
the message * * * that tolnaftate
prevents jock itch.” The comment stated
that tolnaftate has not been approved
for the prevention of jock itch and that
“these advertising claims show
dramatically the adverse consequences
that would ensue if special prophylactic
studies were to be required for agents
that have already been proven effective
in the treatment of fungal infections and
if at the same time these requirements
were not applied consistently to all
drugs.” The comment requested that
'FDA recognize that effective antifungals
such as'the undecylenates prevent
reinfection and that separate
prophylaxis studies are not necessary;
that studies by Sulzberger et al.
demonstrate the prophylactic effect of
the undecylenates; and that if
prophylaxis studies are to be required,
they should be uniformly required of all
drugs.

A reply comment responded that the
primary regulatory jurisdiction for OTC
drug advertising rests with the Federal
Trade Commission (FTC), not FDA. The
reply comment went on to state that the
comment made several misstatements of
facts and pointed out that the athlete’s
foot commercial did not make any claim
for use of tolnaftate to prevent jock itch
but contained the truthful claim in a
tagline that the tolnaftate product for
jock itch “cures jock itch fast” and that
such a claim is clearly a treatment
rather than a prevention claim. The
reply comment further asserted that the
Panel clearly listed tolnaftate as the
only antifungal agent that has been
demonstrated to be effective in
preventing athlete’s foot infection. The
comment added that advertising that
properly references the OTC drug
review process has been commonplace
in OTC drug advertising for many years
and concluded that it could not
understand how the truthful advertising
statements could possibly “show .

dramatically the adverse
consequences * * *” :

The agency agrees with the reply
comment that FTC has the primary
responsibility for regulating OTC drug
advertising and recommends that
concerns about the truthfulness of
advertising claims or implications be
referred to the FTC. Resolution of the
truthfulness of the advertisement in
question is cutside the scope of the OTC
drug review, For a discussion of the
Sulzberger study and the effectiveness
of undecylenates in preventing
reinfection and the need for separate
prophylaxis studies, see comment 20
below.

5. In response to the reopening of the
administrative record for OTC topical
antifungal drug products to include the.
statement on diaper rash by the ’
Advisory Review Panel on OTC
Miscellaneous External Drug Products
{47 FR 39464}, two comments requested
that a separate rdlemaking be
established for OTC drug products that
prevent and treat diaper rash. One of
the comments suggested that if a
separate monograph is not established,
a clearly identifiable subsection of the
monograph for OTC skin protectants
would be appropriate for diaper rash
drug products. The comment argued that
in cases where the ingredients in OTC
diaper rash drug products are not skin
protectants, these ingredients could be

~ handled under appropriate combination

policies. Another comment mentioned
that several of the ingredients listed by
the agency as diaper rash ingredients
had not been referred to any rulemaking
and suggested that these ingredients,
especially those which are barrier-like
skin protectants {e.g., cod liver oil, talc),
should be referred to the rulemaking on
OTC skin protectant drug products.

One comment concerned the use of
zinc oxide for ireatment of diaper rash.
Another comment requested that its
earlier submissions on sodium
bicarbonate be included in the
administrative record for a proposed
monograph on OTC drug products for
the treatment of diaper rash. The
comments included articles on various
uses of sodium bicarbonate and v
excerpts of a marketing study on this
ingredient (Ref. 1}. One comment stated
that a review of ingredients in diaper
rash product submissions revealed the

‘use of borax in one product and boric

acid in four products in concentrations
ranging from 0.5 to 7.14 percent. The
comment noted that according to the
definition of “active ingredient” in

§ 210.3(b)(7) (21 CFR 210.3(b)(7}), boric
acid and borax are not present as active

ingredients but as buffering agents {i.e.,

pharmaceutical necessities).
One comment suggested two tests for

the agency to consider as standards by .

which the effectiveness of a diaper rash
product may be determined for a
claimed therapeutic benefit. One
comment expressed its opposition “to
the inclusion in the OTC moncgraphs of
any anscdotal or superfluous comments
about disposable diapers that are not
confirmed by scientific data.”

The agency has determined that it
would be more-appropriate to address
the entire issue of diaper rash
prevention and treatment at one time,
either in a separate rulemaking or
concurrently in each respective
rulemaking. Accordingly, the comments
on diaper rash drug products submitted
io the rulemaking on antifungal drug
producis will be considered at a later

‘time. An antifungal ingredient that is_

determined to be appropriate for the

. relief of diaper rash will be included in

the appropriate tentative final
monograph applicable to OTC diaper
rash drug products. The same antifungal
ingredient also may be determined to be
appropriate for use in athlete’s foot,
ringworm, and jock itch and, therefore,
can remain in this rulamaking for OTC
antifungal drug products.

B. Comment on Definitions

8. Referring to the definition of
dermatophyte in § 333.203(d) of the

. Panel’s recommended monograph (47 FR

12480 at 12564), one comment pointed
out that the definition should be revised
to state that “filamentous fungi are
saprophytic on human skin, hair or
nails, {dead tissue only) and are not
parasitic.”

In its report the Panel discussed
dermatophytes as follows:

Dermatophytes. A group of taxonomically
related fungi which normally live in soil,
where they metabolically decompose organic
keratinous debris through the enzymatic
digestion of keratin {a fibrous protein also
found in cornified epidermis). Many of these
fungi cause superficial skin infections
including athlete’s foet, jock itch, and
ringworm in humans and in animals by
invading and living in the cornified epidermis
or in the hair or nails. These fungi are
subdivided and classified according to their

- usual source of isclation from soil, from

animals, or from man.

The dermatophytic fungi most commonly
mentioned in this document include
Trichophyton rubrum (T, rubrum),
Trichophyion mentagrophytes (T.
mentagrophytes), and Epidermophyton
floccosum (E. floccosum). These organisms
are the most frequent causes of human
infections in the United States, but other

strains may be involved. (See 47 FR 12480 at - -

12485.)

r
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The Panel’s definition of
dermatophyte in § 333.208(d} ke, "a
“sngus that is parasitic upon the skin,
aair, or nails of humans or animals,”
was based on the above disgussion.
Words such as “parasitic’” and:
“saprophytic,” both of which may be
applicable te fungi, have scientific
definitions that are not generally .
understood by laymen and thus require
further definition in crderto be
understoed. Therefore, to make the term
dermatophyte more understandable to
laymen, the agency has delefed the
word “parasitic™ from its definition and

-is proposing the following definition i
this tentative final monograph:
“Dermatophvte. A fungus that invades
and lives upon the skin or in the hair or
naile.” This definition is abstracted from
the Panel’s discussion, does not inclade
any words that need further definition,
and is sufficiently clear for use i this
tentative final moncgraph. The Panel’s
reference to “animal™ has been deleted
from the definition because this
rulemaking coneerns only drugs
intended for OTC human use.

C. Comanent on Chloroxylenol

7. In response to the Panel's:
recommendation that ene double-blind,
placebo-controlled elinical trial be
conducted to establish the effectiveness
of chloroxylencl, ene comment
wbmitted such & study (Ref. 1} and
stated its belief that the results will
enable chlorexylenol to be moved from:
Category Il to Category I. The comment
also submitted thzee additional studies
{Refs. 2, 3, and 4} containing safety data
in response to the agency's coneern (Ref.
5) about the irritationfsensitization
potential of Z percent chloroxylienct The
comment concluded that el of these
studies demonsirate that a product
containing 2 percent chloroxylenol is
safe for human use against fungal
infections.

The Panel concluded that
chloroxylenel for OTC topical antifangal
use is safe for application to small areag
of the skin over short periods of time, at
least cver & 13-week period, but that
there wore insufficient efficacy data
available to permit final classification
{47 FR 12486 at 12533). The study
submitted by the comment was a
double-blind controlled trial (Ref. 1} in
which 2 percent chloroxylenol (vehicle
not specified) was compared with its
aqueous emollient base vehicle in the
treatment of postassium hydroxide
{KOH) positive, culiure positive linea

' pedis. The patients were treated twice a

day for 28 days and evaluated af time 0
entry into the study] and at 14, 28, and

42 days {no therapy for 2 weeks befare

the last evalnation). In axder for a

patient to be considered cured, the
patient must have had neither signs ner
symptoms of active fungal infection in
addition to a negative KOH and a
negative culture at both the 28-day and
42-day evaluations. Of the 53 subjects
who completed the stedy. 8 were
changed to the active drug after initially
being on the plagebo. Four of the nine
were changed to the active predusts
after 3 to 14 days of placebo therapy.
Five of the nine were changed to the
active drug after 28 days of placebe
therapy. The latter five cases were:
counted as plagebo failures in the
statistical analysis. When changed to
the active drug, they were treated as
new cases. Thus, 35 patients were
ireated with 2 percent chlorexylencl,
and 33 were considered cured {92.3
percent}. Nineteen patients were treated
with placebe, and enly three were:
gonsidered cured (15.8 percent}.

The agency has seme concerns about

thig study. Of the 53 patients culiured, 46

vielded Trichophyton tonsurans (F.
tonsuransh. Altheugh T, lonsurans is
beceming a more commen pathogen en
the body and produces almost all of the
scalp ringworm seen in the United:
States, it remeins uncezmon te find this:
pathogen on the feet. A published study
indicates that enly 5 to 15 persent of -
pedal lestons yield. 7. fonsupens (Ref. 6}
Conseguently, it was most unusual for
the submitted stedy to #nd 48 of 53 (66.8
percent) of the fungal isolates ylelding
this organism from: the feet. H is not
known whether chloroxylens! or other -
antifungals are as active againet 7.
fonsurazng as they are against the most
common organisme cultured in athlete’s
foot. Only a very few patients in this
study had the fungi Trichophyton
rubrum (T. rubrum), Trickophyion
mentagrephytes (T. meniagrophytes), or
Epidsrmeplyton floccosunms (E.
flecessum), and none were reported to
have Mricrosporem cenis (M. conig) ot
Candida albicans (C. albicons). The
Pane! stated that when establiching
antifungal activity the astifungal action
of the specific ingredient must be tested
using all these fungi (47 FR 12480 at
12561).

This study is also Bawed by
inadequate documentation of the
randomization procedure, a low
proportion of evaluable patients, and a
mistaken classification of patient
cutcomes. Also, patients were allowed
to switch therapy during the trial. This
shifting of patients between treatment
groups not only interfered with the
randomization process, but also:
jeopardized the double-blind nature of
the study. I view of these problems, the
comment’s analysis and claim of drug

efficacy based on data from 53 paifents
{5 entered twice) has questionable
validity.

After the patient outcome data were
cerrected and reclassified, there were
nine patients with anknown outcomes
due to incomplete followup data {less
than 4 weeks} on placebe.
Consequently, out of 85 patients who
entered the study, there were enly 44
patienis with evaluable data. There is:
no assurance that the treatment groups
are still comparable after nearly half of
the patients were excluded from the
analysis. Thus, even if the
randomization procedure had been
adequate and data following deug
reassignment are disregarded, this study
does not provide sound statistical
evidence that 2 percent chloroxylenscl iz
effective for the treatment of athlete’s
foot, Cansequently, the ageney
concludes at this time that chioroxylenol
should net be reclassified as Category ¥
for the treatment of athlete’s foot
hecause the data submitted are
inadequate to show effectiveness.

Although noting that some cases of
minor irritation bad heen reported, the
Panel concluded that chloroxylencl in
concentrations of 375 percent or kessis
safe for OTC antifungal use in the
treatment of athlete’s foot, joek itch, ar
ringworm. Nevertheless, the agency
expressed concera that if chloroxylenal
is irritating it could cause severe
demna’!ms on ereas other than the feet,

uch as the groin, and recommended
standard irritation and sensitization
tests on the formulaticns being
marketed to determine whether a
warning against use on areas other than
the feet would be needed (Ref. 5}. In.
response to the agency s conecern, the.
comment submitted primavy skin
irritation and primary eye irritation:
studies cn rabbite (Refs. 2 and 3}. In the

. skin irritation study. the test material

was appiied to 18 infact and 18 abraded
sites on rabbits’ backs, covered for 24
hours, and evaluated. The highest
Diraize score on any site wag g 2, and all
redness was gone by 48 hours. Thus, the
product was classified as nonirritating,
The standard Draize primary eye
irritation study also indicated that the
product wes nonirritating. The ageney
has reviewed these studiss and concws
with the comment that 2 percent
chloroxylenol was shown to be
nonirritating.

The comment also submitied twor
human stadies. Onre study used a
repeated insult patch test with a
formulation containing 2 percent
chioroxylencl (Rel. 4). Ten subjects were:
treated inv the groin area using &

modified Draize-Schelanski fest. The
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area was covered for 24 hours following
-each application, rested for 24 hours,
.- and then applications were repeated for
a total of 10 times. Following a 14-day
. rest-period, a challenge application was
made to the same area. There were no
adverse reactions, indicating a lack of
irritation or sensitization. In the second
human study, the efficacy study
discussed above {Ref. 1), in which 39
subjects with athlete’s foot were treated
. with the 2-percent chlorexylenol
product, there were no adverse
reactions, the regenerated tissue was
- good, and subject acceptance of the
product was very good. '
The agency concludes that these data
indicate that 2 percent chloroxylenol
does not appear to have a potential for
frritation or sensitization and, therefore,
can be considered safe for topical use
on all areas of the body. Irt addition, the
agency agrees with the Panel that 3.75
percent or less chloroxylenol is safe for
use in the treatment of athlete’s foot,
jock itch, or ringworm over shozt periods
of time, at least over a 13-week period.
In conclusion, safety appears to-have
been adequately demonstrated, but
there is insufficient evidence of
effectiveness to reclassify 2 percent
chloroxylenol to Category I as an OTC
antifungal agent for use in the treatment
of athlete’s foot, jock itch, and
ringworm. The agency’s detailed
comments and evaluations are on file in
the Docket's Management Branch (Ref.
73 o ) ’
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Docket No. B0N-0476, Dockets Management
Branch. !

(6) Bronson, D. M., et al., “An Epidemic of
Infection with Trichaphyton Tensurans
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D. Comments on Clioguinol

" 8. One comment requested that
clioquinol {iodocklorhydroxyquin)
{alone or in combination with
hydrocortisone) be added to the Panel’s
list of drugs effective in the treatment of
candidal infections (cutaneous
candidiasis). The comment cited four
studies in support of clioquinol’'s
effectiveness for this use (Refs. 1
through 4).

The combination of clioquinol and
hydrocortisone is discussed in comment
23 below. In this comment the agency is
presenting its review of the four studies
submitted by the comment and its
determination that the data are
inadequate to establish the effectiveness
of clioquinc! when used alone in the
treatment of cutaneous candidiasis.

In a-study by Brecker et al. (Ref. 1), a
patient group {unidentified with respect
to-sex) was diagnosed as having ‘
moniliasis. The treatment sites were the
following: axilla, buttocks, groin,
genitalia, perianal area, and perineal
area. Only 32 patients out of the 354 -
culture-verified patients were shown to
have infections caused by Candida
albicans, and only 7 of these patients
were treated with the single ingredient
clioquinol, Other patients were treated
with a combination of clioguinol and
hydrocortisone, hydrocortisone alone,
and the vehicle slone. Therefore, as
stated by the authors themselves, the
number of patients in the clioguinol
treatment group was too small to make
the results statistically significant.

Carpenter et al. (Ref. 2) tested the
same four components in 112 female
patients diagnosed as having secondary
bacterial or fungal infections. The study
analyzed data from only those patients
having organisms of accepted

&

- pathogenicity: Coagulase positive

Staphylococcus aureus, Candida
albicans, Candida tropicalis, .

- Microsporum gypseum, Microsporum

canis, Trichophyton rubrum,
Trichophyton mentagrophytes, and
mixed Staphylococcus qureus and
fungal infections. However, the
distribution of the infections caused by
these organisms in the treatment

- populations was not specified.

Therefore, this study provides na
specific data on the activity of clioquinol
as a single ingredient in infections
caused by Candida, :
‘The study by Abdel-Aal et al. {Ref. 3)
was not desigiied to demonstrate the

effectiveness of clioquinol as a single
ingredient and therefore does not
provide any useful information relative -
to the activity of clioquinol in the
treatment of cutaneous candidiasis.

The study of Barba-Rubio (Ref, 4),
designed in the same manner as the -
Abdel-Aal study, also did not provide
any useful data on the activity of
clioquinol used alone in the treatment of
cutaneous candidiasis.

In summary, the four studies cited by
the comment did not demonstrate the
effectiveness of clioguinol as a single

ingredient in the treatment of cutaneous

candidiasis, Further, in the preamble of
the advance notice of proposed
rulemaking, the agency dissented from
the Panel's recommendation that OTC
antifungal drug products be labeled for
the “ireatment of superficial skin
infections caused by yeast (Candida)”
(47 FR 12480). The agency solicited
comments on the Panel's
recommendations that haloprogin,
micenazole nitrate, and nystatin be
available OTC for the treatment of
candida! infections. Except for the
comments received on the use of those -
drugs for external feminine itching
associated with vaginal yeast (Candida)
infection, no comments were received.
Therefore, the agency reaffirms its
position that no antifungal ingredient
can be labeled for OTC use for the
treatment of cutaneous candidiasis.
However, based on the Panel's Category
I recommendations, the agency finds
this claim to be a valid professional .
labeling claim and, therefore, is moving
the Panel's recommended labeling in

§ 333.250{b)(4) to the professional
labeling section of this tentative final
monograph. This professional labeling
appreach is appropriate for haleprogin
and miconazole nitrate because these
ingredients have other appropriate OTC
antifungal claims, but is not appropriate
for nystatin, which currently does not
have any OTC labeling claims and
remains a prescription drug. As
discussed in comment 35 below, the
agency is deferring consideration of the
use of antifungal ingredients for external
vaginal itching associated with vaginal
yeast {Candide) infection to the
rulemaking for OTC vaginal drug
products.: S :
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8. One comment stated that the Panel
made several errors in its review of
antibacterial data submitted for
clioquinel {Refs. 1 and 2) and that these
errors resulted-in the Panel's conclusion
that clioquino! has little-or no :
antibacterial activity (47 FR 12480 at::
12457). The comment submitted an
analysis that addressed each of the
errors it claimed the Panel made in
reviewing the submitted data.

One point noted by the comment in its
analysis was that in discussing the
submitted in vitro data the Panel stated
that “soybean-casein digest agar was
used, although Mueller-Hinton is the

.standard medium” (47 FR'12496). The

comment pointed out that trypticase soy -

agar (BBL) is a general purpose nutrient
medium that is also used for sensitivity
“testing, such as minimal inhibitory
concentration {MIC} determination. The
comment added that Mueller-Hinton

" agar is the accepted standard medium
for the Standardized Disc Agar Diffusion
Assay; but that because the studies
reported were not being correlated with
disc zone sizes, any suifable growth
medium was acceptable for the MIC -
determination. B -

The comment also stated that the

Panel’s assessment of the MIC for the’
tested organisms {47 FR 12496 to 12497)
is incorrect because the Panel misread
the table that summarized the results of
the MIC determination; that the values

recorded in the table are the cumulative

percentage of organisms inhibited at the
clioguinol concentrations indicated in
the heading as micrograms per milliliter
{ug/mL); and that all strains, without .
exception, were inhibited at
~ concentrations below 100 pg/mL.
- 'The cornment further stated that the
-Panel incorrectly identified the growtt
medium used in the agar dilution MIC
determiniation as Dermatophyte
" Sporulation Test agar (47 FR 12480 at
12487), when in fact the medium used
was Diagnostic Sensitivity Test Agar
{DST) {oxoid), the medium
recommended by the World Health
"Organization for conducting sensitivity
tests. The comment also disagreed with
the Panel's determination thatthe MIC
for Pseudomonas aeruginosa {P. - ;
geruginosa) was greater than 128 pg/
mL, when actually only 24 percent of the

165 strains of P, aeruginosa tested had
‘an MIC greater than 128 ug/mk.

The agency has reviewed the analysis
submitted by the comment and concurs
with the comment's assessment as _
described above. Although the comment
did not specifically request that an -
antibacterial ¢laim be allowed, the
agency considers it appropriate to note
here that such a claim as it relates to

‘antifungal activity remains in Category
1i1 as the Panel recommended (47 FR
12553).
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E Comment on Coal Tar

10. One comment noted the Panel's
Category Il recommendation for coal tar
as a topical antifungal ingredient and,
while not taking issue with the
recommendation, expressed concern
that the decision may have been based
on relative safety and effectiveness
grounds. The comment stated that the
Panel considered animal studies and
anecdotal kuman studies, but did not
include recent retrospective human
studies. Therefore, the Panel did not
provide a balanced review of the
available information. The comment
provided information on the chemistry
and toxicity of medicinal coal tar and
referred to the symposium on coal tar
held by the Antimicrobial I and
Miscellaneous External Panels on June
25, 1977 (Ref. 1). The comment pointed
out that the composition of medicinal
coal tar is more consistent than

.. indicated in the Panel’s report and that

data presented at the symposium (but
not cited'in the Panel’s report) and other
data {Refs. 2, 3, and 4) indicate there is
not a significant carcinogenic burden
from the proper use of medicinal coal
tar. :

The Panel's review of coal tar as an
antifungal was based on data available
to it at the time that it met. The Panel
noted that there were abundant data on
the carcinogenic potentiz! of coal tar
and that there were no double-blind
controlled clinical studies supporting the
effectiveness of this ingredient as an
antifungal {47 FR 12480 at 12518). In the
tentative final monograph for OTC
dandruff, seborrheic dermatitis, and
psoriasis drug products, the agency
discussed the resulis of more recent
studies that evaluated the carcinogenic
risks from using medicinal coal tar and
proposed that coal tar be classified as

Category I for use in control of ail three

.conditions because the agency believes

that, for these uses, the benefits to be
derived from coal tar outweigh the :
potential risks. {See 51 FR 27346; July 30,
1986.) : :
 Although the comment submitted
additional information, it did not dispute
the Category II classification of coal tar
as an antifungal. Coal tar remains in
Category Ii in this tentative final
monograph because no new data have
been submitted to show that it is
effective for antifungal use. .
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F. Comment on Menthol

11. One comment requested that
menthol be reclassified from Category If
to Category III for effectiveness and
from Category 1 to Category I for
safety. The comment noted that the
Panel had placed menthol in Category
11l in the information copy of its report
(dated November 1979), stating that-
menthol was a “potentially viable
antifungal ingredient” and that an in
vitro study and ene clinical study were
required to establish proof ofits
effectiveness, However, in the advance
notice of proposed rulemaking {47 FR
12480), the Panel placed menthol in
Category II for effectiveness. The
comment maintained that the Panel's
original findings were consistent with'a
Category 1l classification for menthol
and that the change to Category Il was
unwarranted. o

The comment also disagreed with the

. Panel's conclusion that there are

insufficient safety data for menthol in
concentrations greater then 0.2 percent.
The comment cited the conclusions of
the Advisory Review Panel on OTC
Topical Analgesic, Antirheumatic, Otic,

‘Burn, and Sunburn Prevention and

Treatment Drug Products (Topical
Analgesic Panel) that menthol is safe for
topical analgesic, anesthetic, and
antipruritic use in concentrations of 0.1
to'1 percent and as a counterirritant at
1.25 to 16 percent (44 FR 69768 at 69827;

‘December 4, 1979).
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The information copy of the Panel
report was a preliminary report; the
final decisions of the Panel were
presented in its report published in the
Federal Register on March 23, 1982 {47
FR 12480). In its final report, the Panel
concluded that, although menthol may
be useful in providing symptomatic
- relief of fungal infections through its

antipruritic action, it is not an effective
antifungal ingredient. Thus, the Panel
classified menthol in Category II. The
agency has reviewed the data evaluated
by the Panel (47 FR 12517) and agrees
with the Panel’s conclusion that the
limited in vitro data available show
menthol to be & poor fungicide.

The agency agrees with the comment
that menthol has been shown to be safe
at concentrations greater than 0.2
percent. In the tentative final monograph
for OTC topical analgesic drug products
{48 FR 5852 at 5867; February 8, 1883},
menthol was included as an analgesic,

- anesthetic, or antipruritic at -
concenirations of 0.1 to 1 percent and as
a counterirritant at concentrations of
1.25 to 16 percent. However, '
counterirritants carry a warning against
use on wounds or damaged skin;
therefore, the concentrations approved
for counterirritant use would not be
appropriate for athlete's foot, jock itch,
or ringworm. The agency considers
menthol concentrations of 0.1 to 1
percent safe {Category I} for topical
applications of athlete’s foot, jock itch,
cr ringworm. Concentrations greater
than 1 percent will remain as Category
Ii for safety.

Because no new data have been
submitted on the effectiveness of
menthol as an antifungal agent, the
agency is classifying this ingredient in
Category II for efficacy in this proposed
rule.

G, Comments on Phenol

12. Two comments disagreed with the
Antimicrobial II Panel's Category II
classification of phenol/phenolate
sodium at less than or equal to 1.5
percent concentration for antifungal use
{47 FR 12480 at 12519). Both comments
pointed out that four other OTC
advisory review panels placed phenol in
Category I for safety: Dentifrice and
Dental Care and Antimicrobial I Panels
at concentrations up to 1.5 percent {47
FR 22712 at 22734 (May 25, 1982) and 39
FR 33102 at 33133 (September 13, 1974)),
Oral Cavity Panel at concentrations of
0.5 to 1.5 percent (47 FR 22760 at 22814
(May 25, 1982}), and Topical Analgesic
Pane! at concentrations of 0.5 to 2
percent (44 FR 69768 at 69832).

One of the comments {Ref. 1)
submitted copies of some of the studies
{Refs. 2 through 12) submitted to the

Antimicrobial Il Panel and one new
study (Ref. 13) on a phenol-based
mouthwash. The comment also
submitted animal safety data already
reviewed by the Panel and requested
Category I status for safety. The
comment also contended that “the
uncontrolled in vivo studies submitted
to the Antimicrobial II Panel indicate
that phenol/phenate [phenoclate] sodium
has been demonsirated to be more
effective than other Category I
ingredients.” )

The other comment (Ref. 14} asserted

 that the data are not consistent with

Category 1I classification and requested
that phenol/phenate [phenolate] sodium
be placed in Category I for safety and
Category Il for effectiveness. The
comment discussed several studies
(Refs. 2 through 5) that were submitted
to the Parel and claimed that these

.studies demonstrated no adverse effects

of phenol/phenolate when applied to
both broken and intact skin. The
comment also discussed studies by a
number of clinical investigators (Refs. 6
through 12) on the use of phenol/
phenolate sodium on oral and vaginal
mucesal membranes and stated that no
irritant, toxic, or sensitizing effects were
observed in any of the studies. The

‘comment contended that these studies

demonstrate the safety of phenol/
phenolate sodium when used to treat
athlete’s foot and similar dermatologic
disorders exhibiting broken and
denuded epithelialized areas. Both
comments stated that the Panel's
conclusion “that the symptomaiic and
pruritic relief which would be offered by
the inclusion of phenol/phenate
[phenolate] sodium does not justify the
potential risk of skin irritation or
systemic toxicity that may result from
the topical application of the -
formulation” was not consistent with in
vive and in vitro studies conducted, nor
with the fact that millions of consumers
have used the ingredients for more than

. 80 years with no reportable adverse

effects, v
The agency acknowledges that four

. other panels described by the comments

have placed phencl/phenolate sodium in
Category I for safety. Two of these
panels, the Oral Cavity Panel and the
Dentifrice and Dental Care Panel,
evaluated the use of phenol on oral
mucosa. The studies submitted by the
comments on the safety of phenol on
oral mucosa [Refs. 6 through 11 and 13)-
involved the short-term use of a
combination product on the throat. The
agency believes that, because the throat
is constantly moist, use of the ingredient
in this area is not considered analogous

‘to the use of the ingredient on broken or
" intact skin infected with fungus. The

comment also submiited an uncontrolled
study (Ref. 12) which reported the safe
use of a combination product containing
sodium phenolate and phenol {less than
2 percent) on the vaginal mucous
membranes.of 529 gynecological
patients with cervicitis or for
prehysterectomy surgery or vaginitis, :
Three of the feur studies (Refs. 3, 4, and
5) submitted by the comments in support
of the safety of phenol on skin were
uncontrolled clinical studies using a
preparation containing sodium
phenclate, phenol {less than 2 percent),
menthol, thymol, sodium tetraborate,
glycerin and either methy! salicylate or
chlorophyll. The fourth skin stedy {Ref.:
2) was a repeated insult patch test using
an unspecified combination product. All
of the studies lack details of material,
metheds, and evaluation procedures.
Thus, the reported results {no toxic or
sensitizing effects) in some of these
studies are considered supportive
information but are not adequate to
demonstrate the safety of phenol at
concentrations of 1.5 percent or less
when applied to broken or intact skin
infected with fungus.

The agency is concerned about the
safe use of phenol/phenolate sodium in
the treatment of athlete’s foot, jock itch,
and ringworm. In the tentative final
monegraph for OTC external anaigesic
drng products, the agency proposed that
phencl/phenolate sodium carry the label
warning “Do not apply over large areas
of the body or bandage” and that use be
limited to 7 days if symptoms persist {48
FR 3852 at 5868 to 5859). In considering
phenol/phenolate sodium as an
antifungal agent, the Antimicrobial II
Panel was concerned that using phenol”
in athlete's foot, jock itch, and ringworm
would be similar to using it under a
bandage because the affected areas
would be covered by clothing (47 FR
12480 at 12518). The Panel noted that “in
most reports of toxicity from dilute
solutions of phenol, bandaging the
application was necessary to produce
severe local changes.” The Topical
Analgesic Panel also recommended that
preparations containing 1 to 2 percent
phenol should be applied only to the
smaliest aréa needing treatment and
should not be bandaged toc prevent
severe skin irritation {44 FR 69768 at
69833). Because it may be necessary to
use an antifungal drug for 4 weeks to
clear the infection, this prolonged
exposure period and the occlusion of the
affected area increase the potential risk
of skin irritation and systemic toxicity
from phenol. Data are needed to
establish that phenol/phenolate sodium
is safe for use under these conditions.
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For these reasons, the agency agrees
with the Panel that more data are
needed to demonstrate that phenol/
phenglate sodium in concentrations less
than or equal to 1.5 percent is safe for
use in the treatment of athlete’s foot,
jock itch, and ringworm. Therefore,
phenol/phenolate at less than or equal
to 1.5 percent is classified in this
tentative final monograph as Category
I for safety for use as sn antifungal.

With regsrd to effectiveness, the
Panel found that the in vitro
concentrations required for effective
antifungsl action often éxceed 1.5

" percent concentration of phenol {47 FR,
12480 at 12517). The studies (Refs. 3, 4,
and 5) referred to by the comment to =
support the statement that phenel is
more effective than other Category Il
ingredients were uncontrolled studies
with a product containing less than 2
percent pheno!l and a number of other
ingredients, as mentioned above. None
of the studies met the Panel's guidelines
for effectiveness testing of an active
ingredient for fungicidal or fungistatic
activity. The agency finds the results of
the studies inadequate to demonstrats
the efficacy of phenoi as an antifungal

- drug and, iherefore, is classifying

" phenol/ phenolate in Category III for

. effectiveness.
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‘. H. Comments on Povidone-iodine
13. One comment submitted data (Ref.

1) addressing two of the Panel’s
concerns on povidone-iodine: The
availability of elemental jodine from the
coniplex and the stability of povidone-
iodine (47 FR 12480 at 12546}, The
comment stated that substantial data
were submiited to the OTC
Antimicrobial (i} Panel and other panels
showing that iodine is freely released
from the complex, and the rate of iodine
release is controlled by tissue demand.
The comment contended that at
equilibrium any icdine that is removed
from the complex is replaced within less
than 25 milliseconds (ms] (Refs. 2 and 3).
The comment pointed out that chemical

. titration studies were submitted to the

antimicrobial rulemaking, and these .
studies show that povidone-iodine
provides the same amount of available
iodine as tincture of jodine (Ref. 4].
Regarding the stability of the complex,
the comment contended that evenif a
stability issue existed it would be
outside the scope of the review because
stability is covered by the Current Good
Manufacturing Praciice regulations
{CGMP) {21 CFR parts 210 and 211). The
comment stated that, under the CGMP
regulations, minimum standards have
been set to ensure product stability for
finished drug products {21 CFR 211.166},
and the manufacturer of the finished
dosage form is responsible for
complying with these stability
standards. The comment added that
expiration dating as well as appropriate.
storage conditions are determined
through required written testing
programs.

The Panel considered povidone-iodine

to be safe, but recommended that further
studies were needed on the stability of
povidone-iodine and on the availability
of elemental iodine from the complex.

~ The agency bas reviewed the data

submitted regarding availability (Refs. 2
and 3] and agrees with the comment that
iodine is rapidly released from the
povidone-iodine complex. According to
Schenck et al. (Ref. 2], a povidone-iodine
solution at a concentration of 1 to 10°

percent contains over 99 percent

_complexed iodine. The concentration of

free iodine in the solution reaches a
maximem of 8 X 10 ~5moles/liter. At
ethbmum, the povidone-iodine

rcomplex is self-monitoring. The rate of

iodine release from the complex is
controlled by tissue demand, and any
iodine that is removed from the complex
would be replaced within less than 25
ms {Ref. 3).

The agency also agrees with the
comment that issues regarding stability
would be governed by the CGMP
regulations (21 CFR parts 210 and 211).
These regulations require a written
testing program to assess ihe stability of
ﬁms‘ied products and to determine
appropriate storage conditions and an
expiration date. Section 211.137(a)
requires that drug products bear an
expiration date supported by
appropriate stability testing. However,

§ 211.137(g) provides that expiration
dating requirements are not enforced for
human OTC drug products if their
labeling does not bear dosage
limitations and they have been shown to
be stable for at least 3 years by
appropriate stability data. Therefore,
FDA concludes that further submissions
of data on the stability of povidone-
iodine are not needed for purposes of
this rulemaking proceeding, For
additional information, see the agency’s
comments on the stability and
availability of povidone-iodine in
connection with the rulemaking for OTC
topical acne drog products {(Ref. 5. {See
also the Federal Register of January 15,
1985; 50 FR 2172 at 2173.)
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14. One comment submitted the
results of a clinical study (Ref. 1) in
response to the Panel's statement {47 FR
12480 at 12546) that a double-blind,
placebo-gontrolled clinical trial was
needed to determine the effectiveness of
povidone-iodine for the treatment of
athlete’s foot, jock itch, and ringworm.



51144

Federal Register / Vol. 54, No. 237 |/ Tuesday, December 12, 1989 / Proposed Rules »

The comment also included a statistical
analysis of the study {Ref. 2) and the
results of an in vitro assay of two
povidone-iodine solutions for antifungal
activity {Ref. 3). The comment staied
that these data should be sufficient to
meet the Panel's requirement for
reclassifying povidone-iodine into
Category 1 for effectiveness.

In the clinical study {Ref. 1), 40
patients with clinicaily and laboratory
diagnosed athiste’s foot were divided
into two groups, one group using a 10-
percent povidone-iodine solution and
the other using the same solution
without the povidone-iodine, Patients
applied the medication to all invelved
areas of the feet every morning and
night for 4 weeks. Cuoltures and
potassium hydroxide (KOH)
preparatiens were done before the study
and repeated at the end of the treatment
period and at a followup visit 4 weeks
later. Signs and symptoms wers scored
weekly during trestment and at the
followup visit. When the patients were
evaluated at the end of the treatment
period and signs and symptoms, KOH
preparations, and cultures were
considered simultanecusly, the patients
vsing povidone-iodine solution had a
68.4-percent therapeutic cure rate
whereas the patients using placebo had
a 30-percent therapeutic cure rate (Rel.
2}). These cure rates were sustained to 4
weeks after therapy, and the difference
is statistically significant {p <0.05). N¢
side effects were reported in the stady.

An in vitro study {Ref. 3) was
performed to show that there was no
difference in the fungicidal activity of
the povidone-icdine solution used in this
study, which also contained 0.05 percent
methyl salicylate, and an identical
solution of 10 percent povidone-iodine
without the methyl salicylate.

The agency concludes that this study,
along with the information previously
reviewed by the Panel, provides - -
adeghate evidence of the safety and

" effectiveness of 10 percent povidone-
iodine in the treatment of fungal
infections such as athlete’s foot, jock
itch, and ringworm. Therefore, the
agency is proposing that 10 percent
povidone-iodine be classified Category 1
for this indication. )

The agency's detailed comments and
evaluations are on file in the Dockets
Management Branch (Ref. 4).
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1. Comment on Rubbing Alcohol

15. One comment noted that rubbing
alcohol applied between the toes )
morning and night is one of the most
econcmical methods of controlling and
eliminating athlete’s foot as well as
maintaining cleanliness of the feet. The
comment suggested that the public be
made aware of this economical
alternative to more expensive OTC
drugs that may not be as effective a
remedy.

A number of alcohols were included
in the products submitted to the Panel
for review. The Panel considered these
ingredients as possible antifungal agents
based on the available literature and in
some cases based on concentrations
reported in a submission. The Panel
concluded that these alcohols are
inactive ingredients when used in
products labeled for fungal infections of
the foot, body, or groin (47 FR 12480 at

'12485). Because the comment did not

submit any data to support its
contention that rubbing alcchel is an
effective athlete’s foot treatment and
because the agency is not aware of any
rubbing alcohol product labeled for
antifungal use, the agency is unable to
evaluate the basis for the comment’s
conclusion, Therefore, rubbing alcchol is
not being classified in this rulemaking.

J Comment on Tannic Acid

16. One comment requested that
tannic acid be reclassified from
Category I to Category III. The
comment noted that the Panel had
placed tannic acid in Category I in the
information copy of its report {dated
November 1979), stating that tannic acid
was a “potentially viable antifungal
ingredient” and that an in vitro study
and one clinical study were required to
establish proof of its effectiveness. No
safety issues were raised. However, in
the advance notice of proposed
rulemaking (47 FR 12480), the Panel
placed tannic acid in Category 1I. The
comment maintained that the Panel's
original placement of tannic acid in

Category Il was consistent with the -
criteria for other ingredients classified in
Category Il in the published report and
that the change to Category Il was
unwarranted.

The information copy of the Panel
report was a preliminary report; the
final decisions of the Panel were
presented in its report published in the
Federal Register of March 23, 1982 {47
FR 12480). In its final report, the Panel
reassessed the available data and
concluded that the inclusion of tannic
acid in antifungal medications is largely
of historical interest. Having found no in
vitro or clinical data on the
effectiveness of tannic acid, the Panel
concluded that this ingredient is not
effective in the treatment of athlete’s
foot, jock itch, or ringworm and placed it
in Category If {47 FR 12521). The agency
has reviewed and agrees with the
Panel’s conclusions on tanwic acid.
Because no new data have been
submitted, the agency is classifying
tannic acid in Cdtegery il in this
proposed rule.

K. Comment on Thymol

17. One comment requested that
thymol be reclassified from Category 11
to Category IiI for effectiveness and
from Category Il to Category I for
safety. The comment noted that the
Panel had placed thymol in Category 111
in the information copy of its report
(dsted November 1879), stating that
thymol was a “potentialiy vjable -
antifungal ingredient” and that an in
vitro study and one clinical study were
required to-establish proof of its
effectiveness. However, in the advance
notice of proposed raiemaking {47 FR
1248C), the Panel placed thymol in
Category II for effectiveness. The
comment maintained that the Panel’s
original findings were consistent with a
Category Y classification for thymol -

. and that the change to Category Il was

unwarranted.

The comment also disagreed with the
Panel’s conclusion that there are
insufficient safety data for thymol in
concentrations greater than 0.2 percent.
The comment cited the conclusions of
the Topical Analgesic Panel that
“glinical use has confirmed that thymol
is safe in the dosage range used as an
OTC external analgesic” and that
“thymol has litile effect when applied
topically to the skin and is virtuaily
unabsorbed” {44 FR 68768 at 63855).

The information copy of the Panel
report was a preliminary report; the
final decisions of the Panel were
presented in its report published in the
Federal Register of March 23, 1982 {47
FR 12480). In its final report, the Panel’

i
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placed thymol at concentrations greater

than 0.2 percent in Category Il because

/e only clinical trial in which thymol
was evaluated showed it to be
jneffective in clearing athlete’s foot and
often irritating {47 FR 12523).

The agency has reviewed and agrees
with the Panel's conclusions on thymol.
The agency concludes that there are
insufficient data to determine the safety
of thymol at concentrations greater than
0.2 percent. The Panel determined and
the agency concurs that additional data
are needed to ensure the safety of
thymol at concenirations greater than
0.2 percent. Based on the information it
reviewed, the Panel concluded that more
data are necessary on the absorption of
thymol from small areas of application
to broken and intact skin, on the local
effects of thymol on wound healing, and
on the irritation potential of thymsol (47
FR 12522). However at concentrations:
less than or equal to 0.2 percent, thymol
is safe and may be used as an inactive
ingredient in formulations for product
identification. The agency concurs with
this recommendation.

The agency also notes that the Topical
Analgesic Panel only reviewed thymol
for use as an OTC exiernal analgesic.
That Panel referred thyme} “to another
Panel for the determination of its safety
and efficacy as an antimicrobial and

" antifungal agent” {44 FR 69768 at 69855}).

Because of the different nature of the

“skin conditions being treated, the )
agency does not believe that the Tepival

Analgesic Panel's conglusiors are
appiicable to the grtifungal use of,
thymol.

Becausé no new data have been
Su%’h?ted on the effectiveness of

) _~tfiymol, the agency is classifying this

ingredient in Category III (safety) and
Category II (effectiveniess) in this
preposed rule.

1. Comments on Tolncftate

-38-Tw0 comments stated that
tolnaftate should be permitted to be

labeled for the prevention of jock itchin

addition to the prevention of athlete’s
foot. The comments noted that the
Panel’s reservation about long-term use
of any antifungal agent in the groin {47
FR 12480 =t 12490) ‘was applied generally
to all ingredients without regard to the
safety margin of any ingredients. One
comment added that the wide margin of
safety of tolnaftate, including a very low
potential for irritation, has been well
established both through laboratory and

_ ¢linical studies and through extensive

use experience. The comment stated
that results of this experience were
presented to the Panel in oral and
written submissions and by cross-
reference to data contained in the new

drug application for tolnaftate. The other
comment asserted that after 18 years of
extensive controlled and uncontrolied
human studies, as well as lifetime
studies in animals, tolnaftate is
completely nontoxic to man and animal,
and the potential for systemic
absorption of tolnaftate through
sensitive genital tissues and the groin
with resultant toxicity is a nonexistent
risk.

Although the safety of tolnaftete in
the treatment of athlete’s fost, jock itch,
and ringworm is well established, the
agency agrees with the Panel's
recommendation that claims of :
prevention for this ingredieni be Bimited
to athlete’s foot, The Panel concluded
that tolnafiate may be used in the
prevention of athlete’s foot, but notin
the prevention of jock itch or ringworm
{47 FR 12480 at 12508). The Panel
recognized that use of this ingredient for
prevention of these fungal conditions .
would likely resuit in long-term use,
whereas OTC treatment of a particular
condition is limited to a speciiic time
period. Because there is generally no
limitation to the period of use when a
product is used to prevent a condition,
and because the groinisamore .
sensitive area than the feel, fie Panel .
concluded that antifungal drugs,
including telnafiate, should not be vsed
indefinitely in the groin {47 FR 12508}.
The ¢émments did not submit any new

_-data, but referred to studies that had

been reviewed by the Panel. Those
studies focused on the prevention of
athlete’s foot and not on jock itch.
Therefore, the agency concludes that
clinical studies on the prevention of jock
itch are needed 1o establish the long-
term safety of using tolnaftate or any
other antifungal drug in the groin area.
At this time, the agency finds
insufficient data to support labeling
tolnaftate for the prevention of jock itch.
Although the comments did not discuss
the prevention of ringworm, the agency
censiders it eppropriate to express
agreement with the Panel's statement
that it would be impractical to use-an
antifungal agent prophylactically over
large areas of the body to prevent
ringworm (47 FR 12480 and 12508}.

19. One comment contended that the
Panel’s Category 1 recommendation for a
prophylaxis claim for tolnaftate was
inconsistent with the Panel’s own
specific requirement of a study lasting a
minimum of 12 weeks {47 FR 12480 at
12563). The comment argued that in one
of the studies reviewed by the Panel
three of the four centers participating in
the study treated their patients for only
8 weeks (Ref. 1). The fourth center,
which did test for 12 weeks, failed to
show any difference between vehicle

and tolnaftate therapy. The comment
argued that two other studies reviewed
by the Panel were also only conducted
for 8 weeks {Refs. 2 and 3). The
comment requested that the agency
abandon the distinction between
treatment and prophylaxis for
antifungals because if an agent is
effective in the treatment of a fungal
infection it will also be effective in the
prevention of the disease. As an
alternate suggestion, the comment
requested that the prophylaxis
indication for tolnaftate be dropped: The
comment also contended that the
wording of § 333.250(b){2} unfairly
singles out tolnaftate. The comment
requested that the heading for

§ 333.250{b}{2] should be in the same
general format as § 333.250(b}{1), i.e., the
word “tclnaftate” should not be in the
heading for § 333.250(b}{2).

A reply comment stated that the
referenced studies do, in fact, meet the
criteria esiablished by the Pariel for
prophylaxis‘and that the Panel properly
applied these critéia . evaluating the
clinical data on toliaftate. The reply
comment submitted a copy of an oral
presentation made to the Panel which
explains the results of the studies {Rei.
4).

The agency has reevaluated the data
reviewed by the Panel to support iis
Category 1 recommendation for a
prophylaxis claim for tolnaftate. The
study by Charney et al. (Ref. 1] was
conducted at four centers {California,
Mississippi, Puertc Rico, and Texas),
with a total of 168 subjects who entered
the study with no evidence of fungal
infection. At three of the four centers

 {California, Mississippi, and Puerto

Rico), therapy was continued fori2
weeks with evaluations either {aking
place at 4, 8, and 12 weeks {Mississippi)
or during the last 4 weeks of the 12-week
period {California and Puerto Rico). At
the other center (Texas), therapy was
given for about 8 weeks. Thus, at three
of the four centers the study met the
Panel's 12-week criteria for length of the
irial because therapy continued during
the evaluation period. »

The study showed that subjects
treated with iolnafiate were ™ -
significantly more likely to be free of
athlete's foot at the end of the treatment
period than were the control subjects.
When the subjects at the center that
continued therapy for only 8 weeks are
excluded from the analysis, the
following results are obtained: 38 of 41
subjects treated with tolnaftate were
negative (93 percent) while 48 of 63
subjects treated with placebo were
negative {76 percent). Regarding the
comment’s concern about the -
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significance of the results from one of
the centers, the agency concludes that
results with a p-value of less than 0.05
were obtained by pooling data from the
three centers with 12-week trials.

In the study by Burrill and Nemlick
(Ref. 2), therapy also continued for 12
weeks, The therapy consisted of an 8-
week treatment period for each subject

. and a 4-week evaluation period, during
‘which therapy continued. The study
concluded that tolnaftate powder was
superior {o placebo in preventing the
oceurrence of athlete’s foot in subjects

_free of tinea pedis at the start of the

- study. The study by Smith, Dickson, and

Knox (Ref, 3] was similar in design to.
the Burrill and Nemlick stedy and =~

.arrived at a2 similar conclusicn; however,
the report of the Smith study did not
make clear whether therapy continued
during the evaluation period or only
during the 8-week treatment period.

Alitiough one part of the Charney
study doeg rot meet the Panel's 12-week
criferia, the ren;rinder of the Charney

_ study and the Busrill and Nemlick study

do meet the Panel’s ciiieria, and the
agency finds these studies adeguale to
support a prophylaxis claim for

tolnaftate. Although the study by Smith, -

Dickson, and Knox does not meet the
Panel’s 12-week criteria, the results of
the study can be considered supportive
of the other two studies discussed
above. . S '

The agency disagrees with the
comment’s request to abandon a
distinction between treatment and
. prophylaxis for antifungals. Treatment
of an existing fungal condition and
prevention of a condition are élearly
different clinical entities. The intended
use of the antifungal drug is different in

each instance. Likewise, thers is no
~ reason to drop the prophylaxis
indication for tolnaftate. This use has
been satisfactorily established by the
clinica! data cited above.

However, the agency is revising the
heading for § 333.250{b}(2}, as suggested
by the comment, so that it is consistent
with the style and format of the other
" headings in the tentative final
monograph.
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M. Comments on Undecylenaies

20. One comment contended that
under proper application of the
governing scientific and legal standards
FDA must conclude that the
undecylenates are safe and effective for
both treatment and prevention of
aihlete’s foot, jock itch, and ringworm.
The comment maintained that by
definition an effective antifungal drug
kills fungi and, with daily use, prevents
the onset of infection. According to the
comment, there is no evidence that
fungi, unlike bacteria, develop
resistance to topical agents, and .
separate prophylaxis siudies are
unneceseary to sustain prophylaxis
claims. However, if separate evidence of
prophylactic effect ig to be required, the
comment stated that such evidence has
already been submitted to the agency
for undecylenates (Ref. i}. In this study .
by Sulzberger and Kanof, 1,384 patienis
who received-no treatment were
compared with 1,213 patients treated
with undecylenates. The rescarchers
found that 28 percent of the untreated
patients developed signs and symptoms
of athlete’s foot, but that only 4 percent
of those on undecylenates developed the
disease (Ref. 1). A repiy comment

_ reiterated the points made inthe initial

comment.

2

Another reply comment stated that

the study of undecylenates by
Sulzberger and Kanof {Ref. 1) falls quite
short of the Panel's criteria to establish
8 prophylactic claim and gave the
following reasons: '

{1} No accurate record was made of
acinal treatment periods.

{2} No mycology was performed on
any of the subjects. The only criterion
was presence or absence of clinical
symptoms. .

{3} The coniro! group received “no
prophylactic agent” rather than a ,
placebo vehicle control. This factor is’
especially important in a propbylactic
study because the vehicle and proper
hygiene make a significant contribution
in the prevention of athlete’s foot
infections.

Another commert submitted new data
consisting of the results of a study

conducted with an undedylenate powder”

to prevent athlete’s foot {Ref. 2}, ,
According to the comment, this study
was designed in accordance with the
Panel's recommendations, and the
resulis of the study demonstrate the
prophylactic effectivenass of
undecylenates. .

The Panel recognized that many
Category I drugs effective in the
treatment of athiete’s foot might aiso be

effective in its prevention. However, the
Panel believed that data from human g
studies were necessary to support a ]
prophylactic indication, The long-term
eifects of prophylactic drugs on the fest’
and on the fungi that cause athlete’s foot
are also not known. Accordingly, the
agency concurs with the Panel that
separate prophyvlaxis studies are
necessary fo support prophylactic
claims. : :
With regard to the undecylenates, the
agengy concurs with the Panel and the
reply comment {hat the study by
Sulzberger and Kanof (Ref. 1), submitted

.10 support a prevention claim for

undecylenates, has the following serious
deficiencies: The length of treatment
was unclear; no potassium hydroxide
{KOH) preparations or cultures were
done; and the control group was “nio
treatment” controlled rather than
“placebo vehicle” controlled. .

- The study sybmitted by the comment
enrolled 87 subjects, scme with and
some without a history of athlete’s foot;
all had no lesions, negative cultures, and

- negative KOH preparations. Active drug
- (20 percent zinc undecylenate and 2
. percent undecylenic acid) and vehicle

were uged in a double-blind manner.

* After 8 weeks of twice daily therapy,

visual examination was performed on
all patients and KOH preparations and

-cultures were done on those with

lesions. Eight patients with positive

-mycological findings at week 6 were

counted a3 prophylaxis failures and o
placed on therapy. All eight patients had
been receiving the vehicle. Four other

' patients were dropped from the study

for failing to appear at week 8. The._
remaining patients were kept on therapy
until week 12, when cultures and KOH
preparations were performed on all -
patients. No drug-related adverse effects
were reported. The study, which
included both 8-week and 12-week :
prophylaxis failures, concloded drgt—  —~
infection occurred in 28 percent of the
untreated groups, while infection
occurred in only 7 percent of the treated
group. )

The agency has reviewed the study’
and finds that it does not provide
sufficient evidence to support a cleim
for the effectiveness of undecylenates in
the prevention of athlete’s foot. A major
flaw in this trial was the decision to
perform mycological evaluations at
week 6 only on those patients with
vigible foot lesions and to drop from the
study those patients with positive
mycology. Had mycological evalustions
been done on 21l patients at week 6,

-additional fajlures (positive mycology

but no ¢linical symptoms) might have
been detected and the difference
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between vehicle and treatment groups
may not have been as large. This point
*akes on added significance when one
snsiders that, at the end of the 12-week
study, 3 of 21 patients in the vehicle
conirol group had positive mycology
while 3 of 38 patients in the treatment
group were positive. In addition, double
blinding may have been compromised
by the elimination of eight patients from
the placebo group. It is the agency’s -
view that either all patients or no
patients should have been cultured at
week 8. Because the study included both
patients with and without a previous
history of athlete’s foot, there would be
an expected difference at 12 weeks
between those 2 groups without
treatment. There is no evidence that the

groups were evenly balanced to rule out -

this factor. Further, the results of the '
study were incompletely reported with
regard to the grading system for clinical
signs and symptoms, and specific
organisms cultured from each group. The
apparently superior performance of the
group treated with the undecylenates
cannot be accepted as evidence for the
prophylactic properties of the drug
- because of the deficiencies in the study
design. A new properly-controlled study
would be necessary to prove the
prophylactic effect of the undecylenates.
The agency’s detailed comments and
“evaluations are on file in the Dockets
danagement Branch {Ref. 3).
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N. Comments on Drug Combinations

21. One comment disagreed with the
Panel's 2.2-percent concentration limit
for cresol in topical antifungal drug
products. Citing the long marketing
history of a particular product
containing as its active ingredient a
camphor metacresol complex (66-
percent camphor and 22-percent
metacresol), the comment stated that no
adverse drug reactions have been
reported and that the absence of
wumplaints is especially significant
~onsidering that the product is primarily
r.arketed to doctors, nurses, and
suramedics. The comment cited a study
submitted to the Panel to support the

claim that there is strong evidence that a
complex of camphor and metacresol
exists and that only 1.5 percent of the
metacresol in the product is “free”
cresol (Ref. 1). The comment presented
calculations showing that the daily
exposure to metacresol from 80
milliliters (mL} of the product would be
no more than 17 ml, released very
gradually. Accerding to the comment,
this amount is many times lower than
the lower toxic limit of cresol. The
comment also referred to a National -
Institutes of Health {NIH) study on
cresol that reportedly showed no toxic
effect when the ingredient was injected
subcutaneously in rabbits every second
day for 2 weeks. The total amount
injected was equivalent to 450 mL in a
human adult (Ref. 2).

The comment indicated a willingness
to limit the size of the container for its
product to 1 fluid ounce and the
recommended dose rate to 1 ounce
applied in a 48-hour period in order to
reduce further the amount of metacresol
available for human exposure. The
comment requested that, with these
lirzitations on size and dose rate, the 86-
percent camphor/22-percent metacresol
cornbination be placed in Category I for
safety and effectiveness,

The Antimicrobial II Panel proposed a
concentration limit for cresol in topical
antifungal drug products of 2.2 percent
when combined with camphor in a 1-to-
3 ratio. The Panel concluded that
“evidence that a complex forms
between metacresol and camphor .
[limiting the amount of the cresol to 1.5
percent] is lacking” and that “in the
combination of 86 percent camphor and
22 percent metacreso! all of the cresol
would be available for absorption” (47
FR 12480 at 12536). To support its
contention that only 1.5 percent of the
metacresol in the product is free cresol,
the comment cited only the study
previously reviewed by the Panel [Ref.
1). The agency agrees with the Panel
that this study does not provide
adequate evidence of the amount of free
cresol present. Without this evidence,
the data on the toxicity of cresol in the
NIH study (Ref. 2) are not directly
applicable to the camphor/metacresol
product.

Subsequently, in the rulemaking for
OTC external analgesic drug products,
the agency classified camphorated
matacresol in a 3-io-1 ratio with a limit
of 10.8-percent camphor and 3.8-percent
metacresol as Category I for short-term
use (i.e,, 7 days) as an external analgesic
{48 FR 5852 at 5858). The agency stated
that there were insufficient data to
establish general recognition of the
safety of a concentration of metacresol
greater.than 3.6 percent when this

ingredient is combined with camphor.
The studies reviewed by the Topical
Analgesic Panel and submitted to the
agency in comiments were very limited
in scope. Most of the animal toxicity
studies tested only one animal, observed
the animal only for a short period of
time, and did not include a detailed
examination of the animal following.
drug application. Therefore,
concentrations above 3.8-percent
metacresol and 10.8-percent camphor
were classifed in Category III. The use
of camphorated metacresol as a first aid
antiseptic will be addressed in the
tentative final monograph for OTC first
aid antiseptic drug products, to be
published in a future issue of the Federal
Register.

In regard to the comment's claim of
“long history of safe use,” marketing
history alone cannot be regarded as
adequate proof of safety. Moreover,
there are ng data showing that a
limitation on the size of the container to
1 fluid cunce applied over a 48-hour time
period would ensure safety. However,
the agency believes, based on its
previous determination in the external
analgesic tentative final monograph and
its pending determinatiion in the first aid
antiseptic tentative final monograph,
that camphorated metacresol {a -
complex consisting of camphor and
metacresol combined in a ratio of 3
parts camphor to 1 part metacresolj can
be recognized as safe in OTC topical
antifungal drug products.
Concentrations above 3.6-percent cresol
and 10.8-percent camphor remain in
Category III for safety.

The effectivenéss of metacresol asan
antifungal agent has not been
established. The Panel recommended
one double-blinded clinical trial to
determine the effectiveness of cresols in
the treatment of athlete’s foot, jock itch,
and ringworm. The agency agrees with
thig recommendation. Until such a study
is performed and evaluated and
effectiveness is shown, camphorated
metacresol at all concentrations remains
in Category I for efficacy for antifungal
use.
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22. Two comments supported the
. Panel's recommendation to allow OTC
. combinations containing an .
. antiperspirant and an antifungs!
ingredient. Referring to the agency's -
dissent in the preamble to the Panel's
report in which FDA stated that it would
not allow reformulation of these types of
combination products te include
Category 1 antifungal ingredients that
are prescription to OTC “switches” (47
FR 12480 at 12481), the comments stated
that whether or not the antifungals are
. “switch” ingredienis has no relevance to
whether or not the addition of an
-antiperspitant would enhance
-effectiveness or freat -additional
symptoms. The-comments added that
because there.is no redson to bhelieve
that.ah antiperspirant eould decrease
the effectiveness of the antifungal and
because the agency did not state any
reservation about the safety of
antiperspirants in antifungal
combinations, combinations of
antiperspirants and antifungals,
including “switch” ingredients, should
be placed in Category L The comments
contended that the rationale for such
combinations, particularly for the
‘treatment of athlete’s fool, is threefold:
{1} Moist conditions favor the growth of
fungi; helping to keep the affected area
dry should aid the antifunga! drug in
eliminating the fungi; {2) wetness,
particularly in the toeweb area, is a

common symptom of athlete’s foot, and

treating this symptom with an ‘

antiperspirant is-consistent with the

FDA combination policy: and {3}

" because bacterial growth is more likely
to accompany funga!l infection when the

- environment is moist, the addition of an
antiperspirant should help keep the
environment dry and thus minimize
bacterial infection that may accompany
athlete’s foot. L .

A third comment noted the Panel's
statement that moisture contributes to
‘the development and continuation of
athlete’s foot and jock itch (47 FR 12480
at 12488} and requested that
combinations containing an antifungal

~.and an antiperspirant be classified in
.Category 1 both for the treatment of -
athlete’s foot, jock itch, and ringworm
and for the prevention of athlete's foot.
. ~The Advisory Review Panel.on OTC
Antiperspirant Drug Products .. - '
{Antiperspirant Panel) placed in
Category I several active ingredients
that had been shown through numerous
.clinical tests to be safe and effective-
antiperspirants. when used in the axillae.
{See the Federal Register of Gctober 10,

-, 1978; 43 FR 46694 at 46718 10°46719.)

Although the Panel concluded that these
ingredients would very likely reduce

perspiration from other body surfaces,
the Panel stated that to establish a.
standard for antiperspirant activity for
the foot orhand, it is necessary to have
information from the test subjects
regarding their perception of
effectiveness. The Panel did receive and
evaluate two conirolled studies (Ref. 1}
that tested an-aluminum chlorhydrate -
formulation as a foot antiperspirant.

- However, the Panel concluded that the.

data were not sufficient to supporta
claim of antiperspirant activity on body
parts other than the axillae. Although

the two conirolied studies demonstrated .

a reduction of perspiration for the

- treated foot, the level of effectiveness -

was not correlated with user-perception

* of effectiveness. Therefore, in the

absence of adequate user-perception
effectiveness data, the Panel
recommended that the claim of
antiperspirancy cn body surfaces other
than the axillae be considered a
Category III claim. In the tentative final
monograph for OTC antiperspirant drug
products, the agency concurred in the
Panel’s recommendation and placed

 claims for the use of antiperspirant drug

products on the hands and feet in

- Categoery 11 (47 FR 36492 at 36497;

August 20, 1982).

Although the agency did not directly
state reservations about the safety of
antiperspirants in antifungal -
combinations, it should be noted that
the agency proposed that products
covered by the tentative final
monograph for OTC antiperspirant drug
products contain the warning “Do not
apply to broken skin” {47 FR 38504].
Broken skin is common in fungal
infections such as athlete’s foot, jock
itch, and ringworm. Data submitted to
the Antiperspirant Panel suggestad that
the direct application of antiperspirant
drug products to intact skin has not been
associated with systemic toxic effects
because of the relatively impermeable

- properties of the skin to metallic salts

and complexes contained in
antiperspirant drug products. In

. addition, results of percutanecus dermal

toxicity tests performed on animals .
indicated no ill effects on the animals.:

.However, some users of antiperspirant -

drug products have experienced local .
cutaneous irritation. Thus, although the

Panel acknowledged that these adverse: .

reactions are ordinarily not serious and
are reversible, it recommended that -
antiperspirant drug products not be .
applied to open, broken, or abraded skin
where the skin’s barrier is breached (43
FR 45694 at 48707 to 46708}. :

The agency believes there is merit on -

one comment’s argument that, because -
moisture contributes to the development

. and continuation of athlete’s foot and .

jock itch, the combination of an

_-antiperspirant to reduce meisture with -
“an antifungal constitutes rational
~ therapy. However, because broken skin

is common in these infections and
bescause sufficient data have not been
submitted to demdnstrate the safety of
antiperspirants used on broken skin or
to demonstrate effectiveriess of

. antiperspirants used on the feet, groin,

or other hody parts except the axillae,

the combination of an antifungal and an”

antiperspirant for the treatment of
athlete’s foot, jock itch, and ringworm

and for the prevention of athlete’s foot
remains in'‘Category Il in this tentative
final monograph. .

There is a related issue concerning
antifungal ingredients in combination
with deodorant {cosmetic) ingredients.
in the tentative final monograph for
OTC antiperspirant drug products, the
agency stated that deodorancy is a
cosmetic claim and that the deodorant
effectiveness of antiperspirant
ingredients would not be further
considered in that rulemaking {47 FR
36492 at 36494). Final OTC drug
monographs do not address drug-
cosmetic combination products, but -
cover only the drug aspects of products,

. ¥ a product containing a monograph

ingredient(s) is intended for both drug
and cosmetic use, it must eonform to the

.requirements of the final OTC drug

mongcgraph. In addition to the _ ’
monograph labeling for OTC antifungal .
drag products, an antifungal-deedorant
product must also bear appropriate
labeling for cosmetic deodorant uses, in
conformity with section 602 of the act
{21 11.8.C. 362) and the provisions of 21
CFR part 701,

In accordance with the revised
labeling requirements for OTC drug

products, it is the agency's view that

cosmetic claims may not appear within
the boxed area designated “APPROVED
USES.” As discussed in the Federal

‘Register of May 1, 1986 (51 FR 16258 at

16264 (paragraph 14)), cosmetic
terminology is not reviewed and

. -approved by FDA in the OTC drug. -

. monographs and therefore could not be . -
placed in the box. Cosmetic claims may

- appear elsewhere in the labeling but not

in the box, should manufacturers choose

_the labeling alternative provided in-

§ 330:1(c}{2) (i) or (iii) for labeling

- gosmetic/drug products. Although the -~

agency does not prohibit commiingled
drug and cosmetic labeling separate
from the indications section, the agency
requests that such claims be
appropriately described so that

. consumers will more readily be able to<

differentiate the drug aspects fromthe -
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cosmetic aépects of such labeling. I - -

‘commingled drug and cosmetic labeling

claims are confusing or misleading, the.
agency may determine that the product’s

. labeling is misleading within the

meaning of the act and declare the
product misbranded under sections

'502(a) and 602{a) of the act {21 U.S.C.

352(a} and 362(a}).

The use of prescription to OTC ~
»switch” antifungal ingredients in
reformulated products is addressed in
comment 24 below. :

Reference ‘
{1} OTC Volume 140017,

23. Three comments supported the
Panel's recommendation that = ‘
combinations of up to three Category
antifungal ingredients with
hydrocortisone or hydrocortisone
acetate (0.5 to 1 percent) should be
available for OTC use in the treatment
of athiete's foot, jock itch, and ringworm
(47 FR 12480 at 12554). The comments
listed the following reasons why such
combinations are rational: (1) They ate
consistent with FDA’s September 1878
combination policy guidelines, which
provide that Category I active
ingredients from different therapeutic
categories may be combined to treat
different symptoms concurrently (Ref. 1);
{2) the less-than-effective classification
by FDA of two prescription products -

(discussed in the preamble to the Panel's

report at 47 FR 12481} appears o have
been based solely on the lack of
demonstrated contribution of
hydrocortisone to the antifungal
effectiveness of the products, rather
than on a judgment concerning the
ability of hydrocortisone to relieve the
concurrent symptoms of burning and
itching, which is the only reason that it
is included in the combination product;
{3) although the Topical Analgesic Panel
recommended that hydrocertisone and
hydrecortisone acetate be approved for
OTC use only as single ingredients, it
gave no reason for that position, 1f the
Panel had simply wanted to exercise
caution until widespread experience had
been gained with OTC hydrocortisone -
products, such experience has now been
accumulated with no safety problems
apparent; and {4) consumers should . -
have available a product that treats the -
fungal infection as well as relieves the
burning and itching caused by the fungal
infection. ,

Another comment agreed with and
supported the Panel's conclusion that
the specific combination of clioquinol
and hydrocortisone is safe and effective
for OTC use in the treatment of athlete’s

_foot, jock itch, and ringworm. The

comment recognized that FDA had

previously declared this combination

‘product as lacking substantial evidence

of effectiveness within the meaningof
the agency's combination drug product
policy. {See the Federal Register of
September 25, 1981; 46 FR 47408.) The
comment stated its belief that the
agency’s position on the effectiveness of
this combination product was erroneous
and contradicted by the adequate and
well-controlled clinical studies reviewed
by the Antimicrobial {(II} Panel and
previously reviewed by the agency itself
during its Drug Efficacy Study .
Implementation (DESI) deliberations.
The comment included a copy of its
November 24, 1981, submission to the
DESI proceeding to support the Panel's
conclusion that the combination of
clioquinol and hydrocortisone is
effective.

The comment added that the Panel’s .
proposed labeling for the combination
should be modified to distinguish it from
the indications for use of clioquinol
alone. The comment recommended that
the following language be adopted for
the indications for use of clioguinol/
hydrocortisone products:
“Iodochlorhydroxyquin [Clioguinol}/
hydrocortisone is effective in the '
treatment {or cure) of athlete’s foot, jock
itch, and ringworm and is recommended

- when additional relief from associated

redness, scaling, and itching is desired.”
The comment cited four studies (Refs. 2
through 5) to support its position that the
combination provided significant
improvement cver clicquinol alone for
scaling and itching and for healing of
lesions.

As an initial matter, the agency
acknowledges that the Panel mentioned
that several combinations of an
antifungal agent with hydrocortisone or
hydrocortisone acetate 0.5 to 1 percent
were submitted for evaluation, and that
antifungal agents included in the various
submitted combinations include
clioquinol, miconazole nitrate, and -
calcium undecylenate. (See 47 FR 12480
at 12554.) As the Panel pointed out,.
double-blind controlied studies were not
performed on combinations pontaining
calcium undecylenate. The Panel also .
discussed some studies done with a 2-
percent miconazole nitrate/1-percent’
hydrocortisone combination in Belgium
and Colombia, South America. -
However, such a product has never been
marketed in the United States, and,
although supportive, these studies alone
cannot be used to establish the general
recognition of the safety and.
effectiveness of antifungal/
hydrocortisone combinations for OTC
use.

The agency has been evaluating the
effectiveness of the clioquinol/ - -~
hydrocortisone combination product”
under the DESI program. The agency’s
position is that there is a lack of
substantial evidence that the
combination product is effective for its -
labeled indications, and that the
available data do not demonstrate that
each component of the combination
makes a significant contribution to the
claimed effects of the drug. In the
Federal Register of August 21, 1984 {49
FR 33173), the agency announced a
formal evidentiary hearing on its
proposal to withdraw approval of the
prescription combination product
composed of clioguinol/hydrocortisone
because there are no adequate and well-
controlled investigations (including
clinical investigations) by experts
qualified by scientific training and
experience {0 evaluate the effectiveness
of the drug to demonstrate that
clioguinol/hydrocortisene is an effective
combination and will have the effects
claimed or suggested in its labeling. The
hearing concluded in March 1986. On
February 5, 1988, the FDA
Administrative Law Judge issued an
Initial Decision, concluding that there is
a lack of substantial evidence of the .
effectiveness of the combination
product, and ordering the new drug
application (NDA) for the product . -

_ withdrawn {Ref. 6). Exceptions to the

nitial Decision and replies to the

_exceptions (Ref. 7) have been filed with

the Dockets Management Branch and
are currently under review by the
Comumissioner. o
Because the agency believes that
resolution of the status of the clioguinol/
hydrocortisone combination in the DESI
proceeding will be pivotal to the final
classification of antifungal/ ,
hydrocertisone combinations in this
rulemaking, the agency is deferring
classification of such combinations in
this rulemaking until all administrative
remedies have been exhausted and the
matter is fully resolved in the DESI
proceeding.
" The agency also notes that the data
upon which the Panel based its
recommendation were for combinations
of single antifungal ingredients and
hydrocortisone or hydrocortisone
acetate. No data have been submitted to
demonstrate the safety and
effectiveness of a combination of up to
three antifungal ingredients and
hydrocortisone or hydrocortisone
acetate. The agency has evaluated the
Panel's recommendation that up to three
antifungal ingredients may be combined
and has found no evidence to establish
that such a combination offers any
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advantage ever the antifungal
ingredients when used alone and has
placed this combination in Category L
(See comment 24 below.) The agency
further notes that the Topical Analgesic
Panel recommended that hydrocortisene
- and hydrocortisone acetate ¢.25 to a5
percent be allowed OTC as gingle
ingredients, but not in any combination,
In the tentative final monograph for
OTC external analgesic drug products,
the agency concurred with the Panel's
recommendation {48 FR 5352 at 5854}
Also, as noted abave, the studies on the
miconazels nitrate/hydrocortisone
combination product invelved the use of
bydrocortisone at & 1-percent
concentration, a strength currently not
approved for OTC marketing, :
In conclusion, the combination of up
to three Category I antifengal
ingredients and hydrocortisone or
bydrocortisons acetate is not being
included in the teniative final ’
menograph for OTC antifungal drog
products at this time. The degree to:
which this combination complies with
FDA’s September 1978 combination
policy guidelines is discussed further in
- comment 27 below, in which the
combination of an antifungal with any
Category I analgesic/enesthetic/
antipruritic fe addregsed,
Referenges
{1) Food and Drug Administration,
“General Guidelines for OTC Dyrug
Combinatien Products,” September 1978, .
Docket No. 78D-0322, Dockets, Management
Branch.. - . :
{2) Brogker, L. I, et al,, “Protocel #02." )
unpublished study in OTC Volume 079183,
{3) Abdel-Aal, H,, et al., A& Doulble-Blind
Cemparison of a New Combination
(Ha }cimniderNeemyeiﬁ-Ampha%er?min} and
Active Controls in Cutanecns Candidiasis
and Steroid-Responsive Dermatoses,” 752
Journal of Internotional Medical Ressarch,
4:232-236, 1978,
{4} Barba-Rubio, J., “Clinical Bvaluation of

a New Haleinonide-Antifungal Combination,”™

Current Therapeutic Research, 20:655-560,
1978

{8} Carpenter, C. L., et ok, “Combined
Steroid-Antinfective Topical Therapy n.
Common Dermatases:; A Doubie-Blind, Milti-
Center Study of Iodochlorhydroxyquin-
Hydrecortisone in 277 Patients,” Current
Therapeutic Research, 15:650-659, 1973,

(8} Food and Drug Administration Initiaf
Decision: “Proposal to withdraw Approval of
the New Drug Application for Viofarm..
Hydrocortisone Cream, Ointment and Lation
Containing Iedochlorbiydroxgyuin and
Hydrocortisone Under the. Drug Efficacy
Study Implementation Program, Febraary 5,
1988, Coded IDF; Docket No. 80MN-001Z,
Dockets Management Branch.

{7} Comments No. EXCo000t, EXCo0002;
EXC80c03, EXC08004, REX0000%, and
REX09002, Docket No: 501-012 Bockety
Management Branch.

24. Two comments disagresd with the
agercy's decision net to allow the
reformulation of combination preducts
to include Category I ingredients where
prescription to OTC switches are
invelved. The comments asserted that
nowhere in the Federal Register of May
1%, 1972 (37 FR 9464), which established
the OTC drug review procedures, nor in
the September 1578 guidelines for OTC
drug combination products (Ref. 1}, did
the agency state that general recognition
of the safety and effectiveness of
ingredients for OTC use would be
limited to those ingredients afready
marketed on an OTC basis. COne
comment also disagreed with the
agency’s decision to refuse fo permit
combinations of Category I antifungal
ingredients and stated that the Panel’s
recommendation that a Category I
combination may contain up to three
antifungal ingredients “provided that
each ingredient broadeng the antifungal
spectrum” (47 FR 12480} fully meets fhe
FDA’s combination policy {21 CFR -

. 330:10fa){iv}}. The other comment

poiuted out that there is no precedent
set by other panels for limiting switch
ingredients to single-ingredient products
except in the case of hydrocortisone,

~where the Topical Anaigesic Panel

recommended “a specific ingredient for
a speeific use." The comment added that
the Antimicrobial IF Panel intended its
combination policy to encompass.
ingredients recommended for
prescription to OFC switch, The
comment urged that the Panel's

‘recemmendations be followed because

the ageney gave no rationale or
justification for its restriction. The
comment concluded that, in the absence
of any stated rationals, the agency's
decision is both arbitary and contrary fo
the purpose of the OTC drug review.

In the preamble to the Panel's report,
the agency noted that the Panel had
recommended that up fo three Category
I antifungal ingredients may be
combined, provided that each ingredient
broadens the antifungal spectrum, for

- the treatment of athlete’s foot, jock itch,

and ringworm. Under § 350.13 f12CFR
336.13), combination products containing
prescription-to-OTC switch aniifungal
drugs recommended as Category I by
the Panel could have been marketed
immediately following publication of the
Panel’s repert and proposed menograph
unless the agency disagreed with the
Panel’s recommendations &t that time,
FDA stated that it was not aware of any
sech Category I antifungal combinations
on the OTC market at that time (47 FR
12480). The agency also stated that the

- Panel's report had been prepared

independently of FDA, and that the
agency had not yet fully evaluated the

12, 1969 / Proposed Rules

report. Therefore, the agency did not
want new combination antifungat
preducts containing switch drugs
entering the OTC marketplace until jt
had fully evaluated the data relating to
these preducts. The agency was willing,
however, to permit reformulation of
combinations of antifungal ingredients
already on the OTC market to include
Category [ ingredients already in the
CTC marketplace.

The agency has evaluated the Panel’s -
recommendations that a combination
may contain up to three antifungal
ingredients provided each ingredient
broadens the antifungal spectrum {47 FR
12480 at 12554}, The agency has .
examined the antifungal specira of the
various Category I ingredients and
determined that, with the exception of
nystatin, the 'specira of the varicus
ingredients are similar. The ingredients
clicquinel, tolnaftate, and wndecylenic
acid and its salts are effective againet
the dermatophytes cited by the Panel,
namely, T\ rubrum, T metagrophytes, E.
floccosum, and M. canis, in its criteria
for evaluating the effectiveness of
antifungal ingredients (47 FR 12491}, In
addition, the switch ingredients
halopregin ard micenazale mitrate and
effective against these four
dermatophytes and Candida.
Furthermore, the spectra of the switch
ingredients are sufficiently broad as fo

. make it unnecessary to combine these

ingredients with any other Categary I
antifungal ingredient. Because of the
similarity of spectra of the Category §
antidermatophytic antifungal
ingredients, combinations of up to three
of these ingredients that are effactive
against the same dermatophytic fumgi
that cause athlete’s foot, jock itch, and
ringworm would not broaden the
antifungal spectra. Clinical data are
needed to show that a combination of
any two of these ingredients would
increase the spectrum of the product, or
offer some other advantage over the
single ingredients in terms of enhanced
effectiveness, safety, patient
acceptance, or quality of formulation, se
provided in the OTC combination
guidelines (Ref. 1. Alsg, the agency is
not aware of any sach combinations
currently available on the market.
Therefore, in the absence of datz to
support such combinations, the agency
is pot including combirations of
antifungal ingredients effective againes ]
dermatophytic fungi in this tentstives
fina! monegraph. .

Regarding the comment's reference to
the guidelines for OTC drug combination
products (Ref. 1), paragraph 3 of those
guidelines states that Category I active
ingredients from the same therapeutic
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catsgory that have the same mechanism
- of action may be combined in selected
instances. However, the guidelines also
~ state that such combinations must meet
the OTC combination policy in all
respects, offer some advantage over the
active ingredients used alone, and, ona
benefit-risk basis, be equal o or better
than each of the active ingredients used
alone at its therapeutic dose. The
advantage of combinations of
‘antifungals as defined by the Panel is
the broadening of the antifungal
spectrum. However, the spectrum was
defined by the Panel as being those
organisms that are the most common
causes of jock itch, ringworm, and
athiete’s foot in the United States. Given
this specific spectrum, combinations of
Category I antifungal ingredients would
not result in a broadening of the
antifungal spectrum. No advantage over
the active ingredients used alone has
been shown to justify such
- combinations.

‘The Panel also stated that some
fungal diseases are caused both by
dermatophytes and by Candida and
that, because most consumers cannot
distinguish between these diseases, a
combination containing an
antidermatophytic ingredient, as
discussed above, and an anticandidal
ingredient, e.g., nystatin, would offer
broader therapy (47 FR 12480 at 12554).
However, the Panel did not cite any
data to support this theory. In the
absence of information showing that
infection by Candida is a significant
cause of athlete's foot or jock itch {see
the Panel's discussion at 47 FR 12487), or
that secondary infections of Candida
are common, the combination of an
antidermatophytic ingredient with an
anticandidal ingredient is classified in
Category I at this time. If information
is submitted to the agency
demonstrating that Candida is a
significant problem in dermatophytic
infections, the agency will consider data
in support of the appropriations of these
combinations. Specifically, these data
would have to show increased
effectiveness of the product resulting
from the inclusion of nystatin in the
combination product. As stated in the
proposed rule for OTC antimicrobial
drug products {43 FR 1210 at 1238;
January 68,1978}, “The Commissioner
believes that antimicrobial agents are
somewhat different from combinations
of other OTC ingredients in that they act
upon a foreign entity, the
microorganism, rather than the host. In
combinations of nonantimicrobial
ingredients, the advantage of the
cembination may be that therapeutic

+ activity is obtained at lower dosages for

each component ingredient, whereas
there can be no contribution of
effectiveness of an antimicrobial
ingredient by combining it with
antimicrobial ingredients having
identical bactericidal, virocidal, and
fungicidal properties. Consequently, the
Commissioner concludes that a rational
combination of antimicrobials should

- have one of the following purposes:

expansion of the microbial spectrum
relevant to the product class for which
the combination is intended, reduction
of the toxicity of one or both of the
ingredients, or a synergistic effect,” This
conclusion is equally applicable to
antifungal drugs,

In conclusion, the agency is proposing
in this tentative final monograph that all
combinations of antifungal active
ingredients, as permitted by the Panel in
§ 333.220(a), be placed in Category I,
Because nystatin was included in the
Panel’s recommended monograph only
for use in combination antifungal
products, the agency is also placing
nystatin in Category Il because no
combinations are currently included in
the tentative final monograph.

Reference

{1) Food and Drug Administration,
“General Guidelines for OTC Drug
Combination Products,” September 1978,
Docket No. 78D-0322, Dockets Management
Branch, .

25. Two comments supported the
Panel's recormmendation at 47 FR 12480
at 12557 that an antifungal ingredient
may be combined with a broad-
spectrum antibacterial ingredient that is
active against gram-positive and gram-
negative bacteria for the treatment of
athlete’s foot. Although the Panel
recognized the combination as rational,
one of the comments questioned why
the Panel required & double-blind,
controlled clinical study to demonstrate
the effectiveness of the combination,
The comment stated that such a study
was submitted to the Panel and was, in
fact, the basis for the Panel’s recognition
of the need for an antifungal/
antibacterial combination {Ref. 1}. This
comment asserted that the study was
carefully conducted and that it
adequately demonstrated the
effectiveness of such therapy. Therefore,
according to the comment, the only
requirement for marketing such a

- combination should be the identification

of appropriate Category I antibacterial
agents and adding the combination of an
antifungal and an antibacterial ‘
ingredient to the list of combinations in
§ 333.220 of the tentative final
monograph. :

The agency agrees with the Panel that
@ broad-spectrum antibacterial

ingredient that is active against gram-
positive and grami-negative bacteria is
rational for use in combination with an
antifungal for the treatment of athlete’s
foot. However, recognition of medical
rationale by itself does not determine
that this combination is-generally
recognized as safe and effective for the
intended use. In fact, basad on the data,
including the study referred to by the
comment, the Panel classified the
combination in Category III {47 FR 12480
at 12557). ‘

The study (Ref. 1}, according to the
authors, demonstrated that topical
antibacterials produced definits clinical
benefit in the treatment of athlete’s foot,
although the disease was “not cured,
merely curbed,” and that a combination
of neomycin 1 percent and tolnaftate 1
percent was thought to be more effective
than either treatment alone {47 FR
12557). After reviewing the study, the
agency concurs in the Panel's conclusion
that the combination of an antifungal
with & broad-spectrum antibacterial is
sometimes desirable for the treatment of
athlete’s foot characterized by so.
toewebs, but that & double-blind
clinically controlled study is needed to
show effectiveness (47 FR 12558). In
addition, it should be noted that the
Panel was concerned that chronic use of
certain antibacterial ingredients could
result in potential toxicity, including -
contact sensitization {47 FR 12558).
Accordingly, the agency also concurs
with the Panel that any antibacterial
ingredient considered for inclusion in a
combination antifungal product should
be both safe and effective,

Because no new data on specific
antibacterial/antifungal combinations
have been submitted, such combinations -
remain in Category Il in this tentative
final monograph.

Reference

(1) Leyden, J. J., and A. M. Kligman,
“Interdigital Athlete’s Foot. The Interaction of
Dermatophytes and Resident Bacteria,”
Archives of Dermatology, 114:1466-1472,
1878, in OTC Volume 070304. :

28. One comment supported the
Panel’s recommended Category I
combination of a keratolytic agent, e.g.,
salicylic acid; with up to three :
antifungal ingredients based on the
action of an effective keratolytic that
removes the outer layers of the stratum
corneum, thus better exposing the
infecting fungus to the action of the -
antifungal ingredients {47 FR 12480 at
12554). The comment disagreed with the
agency's concerns about the lack of data
to support such combinations and the
concerns expressed by the
Miscellaneous External Panel about the
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safety of salicylic acid used on skin
areas other than those being treated (47
FR 12481). The comment srgued that
antifungals ars for use on areas directly
affecied and thus the antifangalf
keratolytic combination should be
allowed as Categery L

- The agency notes that the
Antimicrobial & Panel stated that,
theoretically, an effective keratelytic
agent such as salicylie acid could
remove the outer layers of the stratum
corneum, thus betier exposing the
infecting fungus. to the action of the
antifungal ingredient (47 FR 12554). In
the preamble to the Panel’s report, the
sgency nofed that the Panel provided no
data to support its recomumendation and

that thers was no evidence submitted to -

the Panel to show that a keratolytic
agent would be useful or safe in treating
fungus conditions. The comnent did not
submit any safety and effectivensss
data to suppert the use of keraiolytics in
general, or the use of salicylic acid in
particelar, in sombination with
antifungal ingredients. Although the

combination may theoretically be useful, -

this alone is not an adequate basis to
include such & combination in the
tentative final monograph.

The Miscellaneous Exfernal Panel
recommended that salicylic acid be
classified as Category I as a corn and
callus remover at conceantrations from 12
to 40 percent in pads, plasters, and disks
and af concenfrations from 12 to 17.8
percent in collodion. {See the Federal
Register of [anuary 5, 1982; 47 FR 522 at
527.) The agency concurred with this
recommendation in the tentative final
monograph for OTC corn and callus
remover drug products. {See the Federal
Register of February 20, 1987; 52 FR
541%F .

The Miscellaneous External Panel
also recommended that salicylic acid be
ciuzsified as Calegory [ as a wart
remover at concentrations of § to 17
percent in.a collodion vehicle. (See the
Federal Begister of October 3, 1980; 45
FR 65209 at 65613.) The agency
concurred with this recommendation in
the tentative final monograph for OTC
wart remever drug products. (See the
Faderal Register of September 3, 1882; 47
FR 39182} The agency further expanded
the proposed monograph to inclde 12 to
40 percent salicylic acid in a plaster
vehicle gad redesignated “a collodion
vehicle” as a “colledion-like” vehicle for
the dosage form containing 5 fo 17
percent salicylic acid. (See the Federal
Register of March 27, 1587; 52 FR 9992.)

In discassing the safety of salicylic
acid as an antifunga! agent, the
Antimicrobial ¥ Panel stated that this
drug was safe when usedima
conceniration less than orequal te 3

percent and if the use of the drug is
restricted to relatively small body areas
(47 FR 12480 at 12548). The Panel also
peinted out that the systemic toxicity of
topical sslicylic acid, like its keratolytic
effects, appears to result front a
cembination of factors. Some of these
factors are (1} a high eoncentration of
salicylic acid in a vehicle that allows
rapid absorption, (2} the frequency of
application, (3} whether the surface area
is occluded, and (4) the condition and
area of skin to which the preparation is
applied {47 FR 12549}

Subszquent fo these reports, the
agency classified salicylic acid as
Category | for use in acne drug products,
but proposed to limit the concentration
fo & range of 0.5 to 2 percent because
there may be an increased potential for
irritation from concentrations greater
than 2 pezcent. (See ibe Federal Register
of January 15, 1885; 50 FR 2172}. Broken,
denuded, diseased, or infected skin
areas ocour in fungal infections. In the
case of athlete’s foot and joek itch {and
often ringwormy}, the affected area is
occiuded after the drug product is
applied. The agency is concerned that a
keratolytic agent such as salicylic acid
combined with antifungal ingredients
may further isritate the skin, especially
in areas likely to be cccluded,
particularly sensitive areas like the
groin. The agency is also concerned
about a possible cocurrence of some
systemic toxicity. Further safety data
are needed to ensure that these
problems will not occur with such-a
combination product. _

With regard to efficacy, the effective
keratolytic concentrations
recommended by the Miscellaneous
External Panel discussed above are
higher than the “safe™ 3 percent
concentration recommended by the
Antimicrobial I Panel and the “safe™ 0.5
to 2 percent range proposed by the
agency for topical acne drug products. If
a lower concentration of the keratolytic
agent must be used, it must also be
chown that that concentration is
effective. Also, as a combination drug
product, evidence is needed to show
that the keratolytic component
contributes to the effect of the product.
‘There is a lack of data showing that the
antifungal-keratslytic combination is
more effective than the antifungal agent
used alone. Therefore, the agency
classifies the combination of an
antifungal(s] and a keratolytic agent for
the treatment of athlete’s foot, jock itch,
and ringworm and for the prevention of
athlete's foot as Category 1H for both
safety and effectiveness.

27. Two comments disagreed with the
Panel’s Category H classification of an
antifungal ingredient with a local

anesthetic {47 FR 12468 =t 12555}, The
comments contended that it Is rational
therapy and beneficial to the consumer
to combine a Category I antifungal with
any Category T analgesicfanesthetic/
antipruritic ingredient identified in

§ 348.10(%) of the OTC Topieal
Analgesic Panel's recommended
monograph for OTC exiernal analgesic
drug procucts (44 FR 58788 at 69285].
One comment stated that curing the
disease (i.e., athlete’s foot, fock fich, and
ringworm} ultimately resulis in relief of
the symptoms of burning and itching,
but that it often requires several weeks
of treatment to accomplish with an
antifungal drug alone. Therefore, the
comments maintained that topical
analgesics/anesthetics/ antipruritics ,
would provide prompt short-term relief
of such common symptoms as ifching
while the antifungal agent treated the
underlying disease.

Both comments mentioned that the
Panel concurred with the basic rationale
for these combinations (47 FR 12554},
but that the Panel had expressed some
concern regarding these combinations.
According to the comments, the Panel’s
concerw that use of an anesthetic/
antifungal combinatien would result in
the anesthetic’s masking the sympfoms
without eradicating the fungus was
addressed at 47 FR 12564 where the
Panel specified that any product labeled
as an antifungal must contain a
Category I antifungal ingredient.
Masking symptoms would not be a
concern because the anfifungal
ingredient would be eradicating the
fungns simultaneously. Anether concern
was that some individuals would stop
treatment onee symptomatic relief (of
the fiching) was obizined but before the
infection was cured. The somments
believed that this concern could be .
handled by including on the label the
directions recommended by the Panel in
§ 333.250(d}f1), which state that best
results in athlete’s foot and ringworm
are usually obtained with 4 weeks” use
of the produst and in jock itch, with Z
weeks’ use. The comments asserted that -
this combination meets the general OTC
combination drug requirement that
provides that one basis for combining
active ingredients is for the concurrent
treatment of multiple symptoms. The
comments did not submit any data.

The ageney agrees with the comments
that the combination of an analgesic/
anesthetic/antipraritic with a Category ¥
antifungal is ratienal and is consistent
with the agency’s OTC combination
policy requirement that active
ingredients may be combined if they
provide concurrent treatment of multiple
symptoms (Ref. 1. The agency also
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agrees with the comments that the
Panel’s concerns could be addressed by
ecific labeling in the menograph.

‘wever, the recognition of medical

.donale alene cannot establish that
this combination is generally recognized
as safe and effective for the intended
OTC use. The purpose of combining the
two individua! components in this
particular combination is to increase the
effectiveness of the product in relieving
burning and itching. Because the
analgesic/anesthetic/antipruritic drug is
being included in the combination to
provide relief of burning and/or itching,
+ an action that also resulis once the
antifungal drug begins to cure the
underlying disease, the contribution of
the analgesic/anesthetic/antipruritic
must be shown by demonstrating that
the combination is more effective in
relieving the burning and itching sooner
{or in reducing the severity) than the
antifungal drug used individually. The
Panel found the data submitted to it to
establisk general recognition of the
safety and effectiveness of such a
cembination to be inadequate, and the
comments did not submit any additional
data. However, based on the medical
rationale presented by the comments,
the agency is classifying these
combinations in Category III, pending
receipt of data on specific combinations.

e also comment 23 above, which
susses the combination of

sdrecortisone with an antifungal]
Reforence _

(1) Food and Dirug Administration,
“General Guidelines for OTC Drug
Combination Praducts,” September 1678,
Docket No. 78N-0322, Dockets Management

‘ranch.

28. One comment disagreed with
§ 333.250(b}{2) of the Panel’s
recommended monograph in which a
claim for prevention of athlete’s {oot is
limited to products containing toinaftate
“as a single ingredient.” The comment
argued that there is no reason to exclude
a prophylaxis claim for combination
products containing two Category 1
antifungal ingredients, where one or
both are approved for prophylaxis, or
for combination products containing an
antifungal for prophylaxis and an
antiperspirant. The comment requested
that the heading for § 333.250(b)(2) be
reworded as follows: “For products
- containing any ingredient identified in
§ 333.210{e) alone or in a combination
identified in § 333.220(b){(1) 1zbeled for
the prevention of athlete’s foot.”

Claims for prevention of athlete’s foot
individual active ingredients are
sussed in comments 18, 19 and 20
& The agency has not received any

-.atd showing that a combination

antifungal drug products is safe and
effective in the prevention of athlete's
foot. Data would have to be submitted
to demonstrate the contribution of each
active ingredient in the product in
preventing athlete’s foot. Such
combinations are classified in Category
111 in this tentative final monegraph.
Therefore, the heading of § 333.250(b}(2)
is not being changed as requested by the
comment, but has been changed in
response to another comment. {See
comment 18 above.) '

O. Commenis on Testing

28. One comment recommended that
the safety testing guidelines in the
Panel’s report be retained as guidelines
for use only when applicable to a
specific antifungsal ingredient, as noted
in the individual evaluation of that
ingredient. The commient stated that
requiring a standard battery of safety
tests as outlined in the safety testing
guidelines {47 FR 12480 at 12559) is
appropriate for new drugs but is not
appropriate for drugs that have been in
widespread use for a long period of
time, such as Category HI antifungal
ingredients. The comment suggested that
if there is a particular area of concern
for the safety of & given ingredient, then
testing should be done in that particular
area of cencern rather than wasting
rescurces by including testing in areas
where safety is well known. Alsg, the
comment pointed out that in several
instances the Panel recommended
specific tests for certain ingredients.

Another corument contended that, as
written, the antifungal gnidelines for
safety and effectiveness testing are
incomplete, confusing, and/or lack
feasibility. The comment cited a number
of examples to support its contention
and recommended that two appropriate
scientists from FDA and two from the™
pharmaceutical industry with
experience in antifungal product
development review, edit, and finalize
these guidelines on laboratory testing.

The agency has not addressed specific
testing guidelines in this decument. In
revising the OTC drug review
procedures relating to Category HI,
published in the Federal Register of
September 29, 1981 {46 FR 47730}, the
agency advised that tentative final and
final monographs will not include
recommended testing guidelines for
conditions that industry wishes to
upgrade to monograph status. Instead,
the agency will meet with industry
representatives at their request to
discuss testing protocols. The revised
procedures also state the time in which
test data must be submitted for
consideration in developing the final

-monograph. (See also part IL. paragraph

A2, below—Testing of Category Il and

. Category Il Conditions.).

P. Comments on Labeling

30. Three comments disagreed with
the use of the term “antifungal” as the

' required statement of identity on the

product label. The comments
maintained that antifungal is a technical
term that is meaningful to FDA,
industry, and health professionals, but
may be meaningless to laypersons. The
comments suggested that the statement
of identify be made more flexible to
allow alternative terminology that is
more easily understood by consumers *o
enable them to identify the type of
product appropriate for treatinga
condition they can recognize and self-
treat, e.g., “athlete’s foot remedy” or
“jock itch remedy.” Two comments
argued that the word “antifungal” was
recommended by the Panel as the
statement of identity and as such should
not have been classified as a Category It
labeling statement. Stating that the term
is medically correct and meaningful to
many consumers, the comments
recommended that it be placed in
Category I for use elsewhwere on the
label, regardless of whether it is also
used as a statement of identity.

The agency agrees that the examples
of alternative stiements of identity
suggesied by the comments are
understood by consumers, but finds that
the terms are similar to the indications
statements recommended by the Panel
in § 333.250(b) (47 FR 12480 at 12565).
The agency sees no need to include in
the statement of identity for antifungal
drug products the same information
found in the indications section.
Wherever possible, the agency prefers
to use the genaral pharmacologic
category as the statement of identity
because information on the principal
intended action of the product is
provided in the indications section. The
agency believes that the indications
section is fully informative and will
allow consumers to identify the product
as being appropriate for & particular
condition they wish to self-treat.
Therefore, the comment’s suggestion is
not being proposed in this tentative final
monograph. However, the agency has no
obiection to terms such as “‘athlete’s foot
remedy” or *jock itch remedy”
appearing elsewhere in the labeling
provided they are not intermixed with
labeling established by the monograph
and do not detract from the required
information.

In regard to the Panel’s classification
of “antifungal” as a Category Il labeling
claim, the agency concurs with the Panel
that “ ‘antifungal’ {when used alone)” in
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labeling would be inadequate (47 FR
12480 at 12524) because the term does
not provide sufficient information to
inform consumers of the particular
condition they wish to self-treat.
However, the term “antifungal” may be
used elsewhere in the labeling, as with
the terms “athlete’s foot remedy” and
*“jock itch remedy,” discussed above.

31. Two comments asserted that the
Panel erroneously expanded the scope
of Category I labeling statements [47 FR
12524} by inappropriately including
statements that are not “conditions that
would result in the drug not being
generally recognized as safe and
effective or wou}d result in
misbranding,” but rather are statements
describing the performance of the ‘
product,

Both comments cited the following
Category II claims: “promotes healing,”
s helps heal,” “helps restore nomal skin
even in severe or persistent cases,”

“speeds healing of athlete’s foot,”

“speeds healing of jock itch,” “kills all
major types of athlete’s foot fungi,”
“kills most athlete's foot fungi,” and
“kills all major types of jock itch fungi.”
These terms should logically be in
Category I, the comments maintained,
because the medicinal agent actually
kiils the fungus and thus allows the
infected area to heal. The comments
- added that this is not the case with
many other types of OTC drug products
that primarily ameliorate signs and
symptoms rather than treat the -
underlying causes.

One comment added that the claim -
“for the treatment of athlete’s foot and
ringworm of the skin, exclusive of
bodyfold areas” is simply an accurate
statement of the proper use of such
producis and is not a Category II

7

condition for which the products are not -

safe and effective,

Because of the comments’ aqsemens{
the agency has reevaluated all of the
Category Il labeéling identified by the
Panel at 47 FR 12524 for topical
- antifungal drug products. The agency
notes that the Panel considered snd
classified each claim {ihat appeared in
the labeling of the products that it
reviewed} as an indication for use. It
should be noted that the OTC drug
review program establishes conditions
under which OTC drugs are generally
recognized as safe and effective and not
- misbranded. One aspect of the program -

is to develop standards for certain parts
of the labeling of OTC dmg products.
FDA has found that it is simply not
practical—in terms of time, resources,

. and other considerations—io set
standards for all labeling found in OTC
drug products. Accordingly, OTC drug
monagraphs directly address only those

labeling items that are related in a
significant way to the safe and effective
use of covered products by lay persons.
‘Those labeling items are the product
statement of identity; namss of active
ingrediems; indications for use;
directions for use; warnings against
unsafe use, side effects, and adverse
reactions; and claims concerning
mechanism of drug action.

The agency believes that a number of
the claims considered by the Panel are
descriptive statements that do not relate
in a significant way to the safe and
effective use of antifungal drug products
that are already lebeled with the

required information, and, therefore, are

outiside the scope of the monograph. The
fohowmg claims are included: “athlete’s
foot, ringworm, jock itch (when these
words are used alone),” “antifungal
{when used alone),” “kills most athlete’s
foot fungi,” * ‘scientific treatment’ for
athlete’s foot,” “proven fungicide for
athlete’s foot, jock itch, and body
ringworm fungi,” “fungicidal against
athlete’s foot, jock itch, and ringworm
fungi,” “broad spectrum antifungal (for
treatment of athlete’s foot and jock
itch),” “kills all major {ypes of athlete’s
foot fungi,” “kills all major types of jock
itch fungi,” “fungicidal,” and “kills
fungus spores.” The agency believes that

" such information may be useful {o the

conswner in describing a product’s
action or intended effect. However,
these and any other terms that are
outside the scope of the monocgraph,
even though they are truthful and not

- misleading; may not be intermixed with

labeling esiablished by the monograph

and may not detract from the requirad
information. They may be included

elsewhere in the labeling.

In contrast, the agency believes that
product performance claims such as
“kills athlete’s foot fungi on contact,”
“kiils atblete’s foot on contact,” “kills
jock itch fungi on contact,” “kills
athlete’s foot fungi fast,” “kills jock itch
fungi fast,” and “for fast relief of itching
and burning of athlete’s foot and jock
itch” are misleading because such
claims create a false impréssion of
instant results, while the directions for -
use of antifungals state that athlete’s
foot and ringworm products should be
used for 4 weeks and jock itch products

for 2 weeks. Tnerem}:e, these claims

remain in Category IL
Claims related to healing, e.g.. may
promote healing, and wound healing .

- agents are classified as Category Il in

the rulemaking for OTC skin protectant
drug products {48 FR 6820 at 6831;
February 15, 1983) and ir the rulemaking
for OTC anorectal drug products {53 FR
30756 at 30765; August 15, 1988).
However, the agency agrees with the

_“inhibitory aniiseptic

concluded that the term *

comments that antifungal drugs are
different from meost OTC drug products
in that they actually treat the underlyly
disease rather than only amelorate
signs and sy‘nptoms “Treats,” “cures, .
and “clears up” are inciuded as part of
the allowed indications for use in the
proposed monograph. The agency
believes that labeling that represents or
sugoests healing, e.g., “promotes
healing,” “helps heal,” “helps restore
normal skin even in severe or persistent
cases,” may be meaningful to the lay
person who may consider “heals” and
“eures” or “clears up” {o be
synonymous. Therefore, the agency
would allow “helps heal” or “promotes
healing” claims to eppear elsewhere on

‘the label provided they are not

intermixed with labeling establi shed by
the monograph. However, data are
inadequate to support any product
performance claims, e.g.; “'speads
healing of athlete’s foot” and "sgeeds
Lealing of jock itch.” The agency is
unaware of any clinical studies for any
antifungal ingradient that demonstrates
such an effect. Suck claims are
classified as Category 1.

The agency is proposing in this
tentative final monograph to classify as’
Category 1 claims related to the
antibacterial activity of antifungal drug
products such ag “inhibits growth of _
fungi and bacteria,” “helps prevent ge’
and. funigus infections,” “controls
bacteria and fungi,” “bactericide,”

“germicide,” ' antxsepﬁc, and
* tha Panel
acknowledged that some Category I
antifurgal mgrediems, i.e., miconazole
nitrate and wdochlor‘lydroxyqum, have
in vitro antibacterial activ g’cy but
ntibacterial”
should not be used in labeliﬂg of CTC

- antifungal drug products without

supportive clinical studies
demonstrating an in vivo antibacierial
acth‘"y of these ingredients {47 FR 12480

at 12553). The agency agrees with the
Panel s recommendation.

The agency is also reclassifying the
claims “penetrating action goes under
crust and skin surface to kill athlste’s
foot fungi,” “protects broken skin from
infection,” and “kills all known athlete’s .

. foot and jock itch fungi” to Category Il

because of the lack of data which
demonsirate effectiveness for such
claims and the lack of daia that any
Category lingredient is known to “kill
all known" athlete’s foot and jock itch
fungt..

-The agency concludes that the other .
claims should remain in Category I fo

. various reasons. “Adjunctive

treatment,” “for treatment of athlete’y
foot and ringworm of the skin, exclusha.
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of body fold areas,” and “invisible
=hield” are unclear and confusing

Femporary relief of ringworm” and

temporary relief of itching and
Aiscomfort due to athlete’s foot” are
inaccurate because Category 1
antifungal ingredients, when used as
directed, provide effective treatment of
these conditions, not temporary relief.
*The broadest proven dermatophyte
spectrum” is not true because Category 1
antifungals are all effective and are not
ranked as good, better, best in the
menograph. “Fungistatic” is not true
because Category I antifungal
ingredients must be fungicidal not just
fungistatic,

The agency believes that the term
“first aid” is inappropriate in the .
labeling of a product promoted for the
treatment of athlete’s foot, jock itch, or
ringworm. The term “first aid” is
generally perceived as an emergency
treatment, and in the context of OTC
drug products. for the prevention of
infection in minor cuts, scrapes, and
‘burns. {See, e.g., the definition of “first
aid antibiotic” in § 333.103(b) of the final
monograph for OTC first aid antibiotic
drug products {52 FR 47312 at 47323;
December 11, 1987).) -

Antifungal containing products for
“athlete’s foot; jock itch, or ringworm”
~hould be used daily for up to 4 weeks

1d, therefors, are not considered a first

d treatment. The agency agrees with
the Panel that the term is misleading
and proposes that any claim which
represents or suggests an antifungal
product is a first aid remedy is Category
H labeling.

The Pane! recommended that a
number of claims be Category Il because
they are to broad and unspecific to be
meaningful. These include: “minor
fungus skin infections,” “prevention and
control of minor skin infections
including athlete’s foot,” “minor skin
irritations associated with fungus,”

“combats and controls infection-causing
fungt,” “for irritations caused by fungus
infections,” “for fungus of hands, groin
or body,” “for superficial fungal
infections of the skin,” “helps prevent
fungal infections,” and “guards against
fungus growth.” The agency believes
that these statements standing alone
could breaden the intended OTC uses of
these preducts and, therefore, should
remain in Category II.-However, these
descriptive statements, if combined with
the conditions for which the preduct is
intended to be used, would be
acceptable information for consumers.

wr example, the following statements

(ould be acceptable: “for irritations
.,aused by athletes foot infections,” “for
“ringworm of hands, groin, or body,” and

“combats and controls athlete’s foot
infection-causing fungi.” However, any
statements that broaden the intended
OTC uses of the product would not be
acceptable.

A number of claims reviewed by the
Panel remain in Category II. The claims
“other skin fungus infections,” “for the
treatment of inflamed conditions of the
skin, such as eczemna and other fungal
infections,” and “aids in drying up
excessive secretions,” remain in
Category Il because they are too broad
and unspecific. These claims imply
effectiveness for conditions that are not
supported by available data {e.g.,
eczema Or excessive secretions). In
addition, when used with the approved
monograph indications, those claims
that refer to other skin fungus infections
may promote self-treatment of fungal
infections other than athlete’s foot, jock
itch, and ringworm.

The claims “clinical improvement was
obtained in 88 percent of athlete’s foot
cases” and “clinical studies show that 1t
cured 78 percent of athlete’s foot cases”
are also classified as Category Ik -
Specific percentages of successful and
unsuccessful treatment will vary
according to the test, i.e., an identical
product in a different clinical study will
result in different findings. All
monograph drugs show clinical
improvement in a certain percentage of
patients. The agency believes that such
labeling would not be very meaningful
to consumers and could be confusing in
selecting which product to use.
Therefore, the agency concludes that
such labeling should remain in Category
1L :
32. One comment requested that the
statement “this product is not effective
on the scalp or nails,” which appears in
the Panel's recommended directions in
§ 333.250{d){1) for products labeled fo
treat athlete’s foot, jock itch, and
ringworm, be changed to read “this
product is not effective in the treatment
of fungal infections of the hair and
nails.” According to the comment, fungal
infections of the skin of the scalp
respond just as well to topical agents as
does infected skin on other parts of the
body.

The Panel provided the following
reasons to support its position that
topical antifungals are not effective for
the treatment of ringworm of the scalp

or nails: “Fungal infections of the scalp

and rails tend to be chronic. They
respond poorly to topical therapy, partly
because of the thickness of the nails and
the depth of the hair roots. Both sites of
infection provide inaccessible locations
for fungi, thus drastically decreasing the

penetration of topical antifungals.” {See
47 FR 12480 at 12487.)

Because the comment did not submit
any data to support this suggested
change, the agency is retaining the
Panel's statement in the directions in
this tentative final monograph.

33. Noting its continuing opposition to
the exclusivity policy, one commment
stated that FDA should not prohibit the
use of alternative OTC labeling
terminology to describe indicatiors if
that terminology is truthful, not
misleading, and intelligible to the
consumer. The comment stated that the
existing statutory provisions {15 US.C.
1453(a), 21 CFR 201.61, and sections
502{e) and 508 of the Federal Food, Drug,
and Cosmetic Act (the act) (21 U.8.C.
352(e) and 358)} do not show a
congressional intent to authorize FDA to
legislate the exact wording of OTC drug
claims to the exclusion of other equally
accurate and trathful claims for these

" products. The comment also stated that

if manufacturers use some of the terms
recommended by some OTC adwsory
review panels, their labeling may be in
violation of section 502{c) of the act {21
U.S.C. 352{c)}, which requires label
information to be in such terms as to
render it likely to be read and
understood by consumers under
ordinary conditions of purchase and use, -
Other comments also stated that it is
inappropriate and improper for FDA to
prescribe exclusive lists of terms that
must be used in labeling.

In the Federal Register of May 1, 1986
{51 FR 16258), the agency published a
final rule changing its labeling policy for
stating the indications of use for OTC
drug products. Under 21 CFR 330.1(c){2),
the label and labeling of OTC drug
products are required to contain in a
prominent and conspicuous location,
either (1) the specific wording on
indications for use established under an
OTC drug monograph, which may
appear within a boxed area designated
“APPROVED USES”; (2} other wording
describing such indications for use that
meets the statutory prohibitions against
false or misleading labeling, which shall
neither appear within a boxed area nor
be designated “APPROVED USES”; or
(3) the approved monograph language on
indications, which may appear within a
boxed area designated “APPROVED"
USES,” plus alternative language

describing indications for use that is not

false or misleading, which shall appear
elsewhere in the labeling. All other OTC
drug labeling required by a monograph
or other regulation (e.g., statement of
identity, warnings, and directions} must
appear in the specific wording
established under the OTC drug
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- .monograph or other regulation where
exact language has been established
and identified by quotatxon marks, e. g "
21 CFR 201.63 or 330.1(g):

In this tentative final monegraph for
oTC top'cal antzfungal drug preducts,

- -supplemental } language relating to
indications has been proposed and *
captioned as Other Allowable
Statements. Under FDA's revised

_labeling policy (51 FR 16258), such
statements are included at the tentative
final stage as examples of other trathful
and nenmisleading language that would
be allowed elsewhere in the labeling. In
accordance with the revised labeling -
policy, such statements would not.be
included in a final monograph. However,

- the.agency has decided that, because
these additional terms have been
reviewed by FDA, that should be
incorporated, wherever possible, in final
OTC drug monographs under the -
heading “Indications” as part of the
indications developed under the
monograph.

34, Referring to the Panel's gmdehnes
for effectiveness studies and
effectiveness standards forlabeling
indications of antxfungal drug products
for the treatment of ringworm of the
body {47 FR 12480 at 12562), one
comment disagreed with the Panel and

“stated that the treatment period should
be 2 weeks and not 4 weeks with
-followupstudies at 2 weeks and 4

- weeks. The comment requested that the-

Panel’s recommended directionis in

-§ 33.250{d){1} be revised to pmv;de fora.

2-week treatment period of ringworm of
the body rather than the 4-week period
recommended by the Panel. The
comment also requested that the
directions be revised to alert consumers
that “if a ringworm infection of the body
does not clear within 2 weeks, -
professional consultation is
recommended.” :

As discussed in corhment 29 above, :
specific testing requirements are not
being addressed in this tentative final
monograph, With regard to the
directions for use of antifunga! drug
m‘oducts for the treatment of ringworm

--of the body, the Panel stated in its report '

that “The dosing regimen is -
standardized. Athlete’s footand
ringworm are more difficult to treat than
jock itch. For this reason the treatment
period should be at least 4 weeks for
athlete’s foot and ringworm and 2 weeks
for jock itch” (47 FR 12480 at 12492). The
comment gave no reasons for changing
the treatment period from 4 weeksto 2 -
weeks and did not submit any data to

. support its request. Thus, the agency
concurs in the Panel’s recommendation.
Until data to support the comment's

requests are submitted and evaluated,
the changes recommendad by the’
comment will not be made.

35. Several comments objected to the
agency’s dissent from the Panel's

. recommendatmn that certain

prescription to OTC antifungal drugs be
labeled “for the treatment af external
itching associated with vaginal yeast
(candidal) infections.” One of the -

“comments contended that “properly

labeled anti-yeast and anti-
mf'ammatory agents can be used safely
and with benefits as QTC products.”
Another comment pointed out that 6.5

- percent hydrocortisore for OTC use has

an approved indication for the
temporary relief of itching around the
vagina.

After reconsidering its intention to
include OTC antifungal drug products
labeled for the treatment of external
feminine itching in this rulemaking, the

‘agency believes that it would be more

appropriate to defer the consideration of
antifungals for this labeling claim to the
rulemaking for OTC vaginal drug .
products. {See the Federal Register of
October 13, 1983; 43 FR 46694 at 46695
and 46729.) Therefore, comments on this
subject that were submitted to the

- rulemaking for OTC antifungal drug

producis will be incorporated into the
rulemaking for OTC vaginal drug
products. If any antifungal ingredient ig
determined to be appropriate for the
relief of external vaginal itching, it will
be considered in the rulemaking for
OTC vaginal drug products. The same
antifungal ingredient may be determined
to be appropriate for the prevention °
and/or treatment of athlete’s foot and
the treatment of ringworm and jock itch
and will remain in the rulemaking or

- OTC antifungal drug producis for this

indication.

In the tentative final monograph for
OTC exiernal analgesic drug produets,
the agency proposed that
hydrocortisone and hydrocortisone

acetate 0.25 to 0.5 percent be available

OTC for temporary relief of “genital” or
“feminine” itching. (See the Fedsral

Register of February 8, 1983; 48 FR 5852.)
Thus, some of the concerns that the
agency raised in the rulemaking for OTC
antifungal drug products in 1982 were
subsequently addressed in the external

" analgesie rulemaking. The agency will-

present its final conclusions on this use
of hydrocortisone in the final

‘monograph for OTC external -analgesic

drug products in a future issue of the
Federal Register.

" Phenyl salicylate ...

18 Tha Agency’s Tentative Adcpéisn of
the Panel’s Report RN S

¥
=

A. Summary of Ingredient Categories

. and Testing of Category Il and Categor,

I Conditions

1. Sumumiary of ingr edzen’ categories.
The agency has reviewed all cxaimed
active ingredients submitted to the
Panel, as well as other data and
information available at this time, and is

-proposing to reclassify povidone-iodine

{10 perceni) from Category Ill to
Category I and phenol {less than or
equal to 1.5 percent) from Category I to

Category L The agency is also

preposing to reclassify nystatin from

’ Category Ito Category Iil. As a

convenience to the reader, the following
list is included as a summary of the
categorization of topical antifungal
active ingredients recommended by the
Panel and the categorization pmposed
b‘ the agency.

Ageneg

Topica antifunga active ‘ Panel

mgredzems )

Alminum Salt8 .o leorenenes SR it 4
Alcloxa -

Aluminum sulfate
Potassium alum
Basic fuchsin
Benzethoniur chioride.. ft HE
Benzolo aid .o H B
Borates . " o

Boric acid ‘ ]

i} tH

Scdium borate

- Camphor. e . ] n

Candicidin : . B LS
uapry!ates y 1] 1]
Sodium capryiate
“Zine caprylate
Chiorothymol
Chigroxyienal.... -
Clioguinot (lodam arhydroxyqusn) o .
Coat tar. . . N i
Cresols...... D . lii] 1h
Camnhorated metacresob
m-Cresol
Secondary amyltricresols i
DIChIOraBhen .. e iceincncsnsnsinenns) i i3

] L
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Haloprogin, t i
- Mentho! . : : # - H

Miconazole Ritrale.......cinnee. ere] {H I |
Nystatin ..... - bl L
Oxyquinoiings ... ernrnens resasereneen i iH
Benzoxiquine ’
Osyauinoline
Oxyquinoline siifate ) .
Parabens. . o i
Methylparaben
Propylparaben

- Phenolates ..., cevasconcansreras 1] (]

Phenel

Phenotlate sodmm
2] i

i §

Povidone-iodire.....

: Propionic acid and its saits..........., o I

Sadium propionate
Zinc propionats
Resorcinc 1] i
Salicylic a0 ... rrurisesscosorsrsesasaiasd) -t S
Suifur P C
Tannic. Acith.....mvemressmeesssscsasionend : [}
Thymo! y " L
Tolindats........ ) tt
Tolnaftate. . . §
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Topical antifungal active -~ | 5
ingredients . Pgne!
Triacetin .. » mi . m
. Undecylenic acid and its salts........ N
Calcium undecylenate
Copper undecylenate

Zinc undecylenate

2. Testing of Category Il and Category
Il conditions. The Panel recommended
testing guidelines for topical antifungal
drug products in 47 FR 12480 at 12558.
The agency's position regarding the
Panel’s testing guidelines is discussed in
comment 29 above. Interested persons
may communicate with the agency
about the submission of data and

information to demonstrate the safety or -

sffectiveness of any topical antifungal
ingredient or condition included in the
review by following the procedures
outlined in the agency’s policy statement
published in the Federal Registar of
September 29, 1981 (456 FR 47740) and
clarified April 1, 1983 (48 FR 14050). That
policy statement includes procedures for
the submission and review of proposed
protocols, agency meetings with-
industry or other interested persons, and
agency communications on submitted
test data and other information,

B, Summary of the Agency’s Changes

FDA has considered the comments
and other relevant information and
concludes that it will tentatively adopt
the Panel's report and recommended
monograph with the changes described
in FDA's responses to the comments
above and with other changes described
in the summary below. A summary of
the changes made by the agency
follows, ~

1. The agency has revised the
definition of dermatophyte in § 333.203
to read: “A fungus that invades and
lives upon the skin or in the hair or
nails.” {See comment 6 above.} The
agency has also revised the definition of
jock itch in § 333.203 to read: “A chronic
and recurrent dermatophyte infection
which affects the upper, inner thighs and
sometimes extends to the groin and the

1

‘pubic area; the condition most -

frequently occurs in men, but may also
occur in women.” - ’

2. The agency has reclassified phenol
from Category II to Category III. (See
comment 12 above.) : ‘

3. The agency has reclassified
povidone-iodine 10 percent into -
Category I (See comment 14 above.)

4. The wording of § 333.250(b){2) has
been revised to be consistent with the
style and format of § 333.250{b)(1),
thereby including tolnaftate by reference
rather than by name. (See comment 19

=" above.)

Aéency

* 5. The Panel recommended that two or
three antifungal ingredients identified in
§ 333.210 be combined provided each
ingredient broadens the antifungal .
spectrum and provided the product is
labeled according to § 333.250{b)(1).
Because the Categoryl - :
antidermatophytic antifungal
ingredients have very similar spectra
and combinations of up to three of these
ingredients would result in duplication
with respect to target organisms {that
cause athlete’s foot, jock itch, and
ringworm) rather than broaden the
antifungal activity, the agency is not
propaosing these combinations in this

tentative final monograph. These

combinations are classified in Category
I in this document. {See comment 24
above.} ) )

8. The agency is not proposing that
any single active ingredient identified in
§ 333.210 or any combination of ,
antifungal active ingredients be allowed
in combination with an antiperspirant
active ingredient for the treatment of
athlete’s foot, jock itch, and ringworm.
These combinations are classified in
Category I in this document. (See
comment 22 above.]

-7. The agency is not proposing that
combinations of up to three Category I
antifungal ingredients and ‘
bydrocortisone or hydrocortisone
acetate 0.5 to 1 percent be available for
OTC use in the treatment of athlete’s
foot, jock itch, and ringworm. The
agency is deferring classification of such
combinations in this rulemaking until
the DESI proceeding involving one
specific combination (clioguinol/
hydrocortisone) is completed. (See

.comment 23 above.)

8. Because of the lack of efficacy data -

- and a concern about safety of such

products, the agency is not proposing
combinations of Category I antifungal
ingredients and any single keratolytic
agent that is generally recognized as
safe and effective in an OTC drug final
monograph. These combinations are
classified in Category Ilf in this i
document. (See comment 26 above.)

8. The agency believes that it is more
appropriate to defer the consideration of
antifungal ingredients for treatment of
external feminine itching to the
rulemaking for OTC vaginal drug
products. If any antifungal ingredient is

- determined to be appropriate for the

relief of external vaginal itching, it will
be considered in the rulemaking for
OTC vaginal drug products. (See
comment 35 above.)

10. The agency has determined that it
is more appropriate to discuss the entire
subject of diaper rash at one time. The
comments on diaper rash drug products
submitted to this rulemaking will be -

addressed at a later date' when OTC.
diaper rash products are evaluated. (See
comment 5 above.) ‘ ‘

11. In the absence of information
showing that infection by Candida
albicans is a significant cause of
athlete’s foot or jock itch or that
secondary infections of Candida are
common in these conditions, the agency
is not proposing the combination of an
antidermatophytic ingredient with an
anticandidal ingredient such as nystatin,
Accordingly, the agency is reclassifying
nystatin used in combination with other
antifungal ingredients from Category Ito -
Category III. (See comments 8 and 24
above.)

12. The agency is not including
nystatin as a single CategoryI
antifungal ingredient in this tentative
final monograph. The Panel placed
nystatin in Category I for the treatment
-of vaginal and superficial skin infections
caused by Candida albicans. Because
the agency has decided to defer the
external feminine itching issue to
another rulemaking and has determined
that treatment of superficial skin
infections caused by yeast (Candida) is
not an appropriate OTC.claim, nystatin
as a single ingredient is not included in
this tentative final monograph. (See
comments 8, 24, and 35 above.)

13. The agency has concluded that no
OTC antifungal drug product ingredient
may be labeled for the treatment.of
cutaneous candidiasis, but that such
claims may be inclzded in the
professional labeling for these products.
Therefore, the agency is moving the
labeling recommended by the Panel in
§ 333.250(b}{4) to the professional
labeling section of this tentative final
monograph. {See comment 8 above.}

14. No combinations are being
proposed in this tentative final
monograph. Therefore, the Panel's
recommended § 338.220 is not being
included in this tentative final |
monograph. {See comments 22 through
28 above,) ’ .

15. The agency has reevaluated all of
the Category I labeling identified by the

‘Panel and changed the status of certain

claims. (See comment 31 above.)

16. The agency is not proposing the
labeling for product attributes ‘
recommended by the Panel in
§ 333.250(b}{8). The Panel recommended
that terms used to describe certain
physical-and chemical qualities of a
drug product may be used in the labeling
as long as these terms.do not imply any

‘therapeutic effect and are distinctly
‘separated from the indications

statements. These terms, such as
“greaseless” or “nonstaining,” are

" intended to provide consumer
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informaticn and relate to a product’s
color, oder, or feel. OTC drug
monographs regulate onky labeling
information related in & significant way
" {o those therapeutic properties of
covered preducts having a direct
bearing on their safe and effective use
by lay persons. Claims concesning
nentherapeutic characteristios of drugs,
such as product attributes, are not dealt
with in OTC drug menographs. Such
terms may not appear in any portion of
the labeling that is required by the
monograph, but may appear elsewhere
in the labeling. Labeling claims of this
type are, however, subject to the
misbranding provisions of the act.

17. In several places in the warnings
and directions sections, the Panel
recommmended that the consumer consult
a doctor or pharmacist if certain
conditions occur. These included: {3} I
irritation ogeurs or if there is no
improvement within 2 or 4 weeks, (2} if
the condition persists or recurs, {3} do
not use longer than 30 days, and {4} if
satisfactory results have not cocurred
within these times {2 or § weeks' use of -
the antifungal product). Although the
pharmacisi is an important member of
the health care team, FDIA believes that
the situations coversd by thede
warnings and directions are more
appropriately handled by the physician.
In cases where there is no improvement
or the gondition persists or recuvs,
diagnosis of the condition by the
rhysician i3 necessary to delermine the
actual nature of the condition and the
approprizte treatment. It is likely in such
cases, where the OTC drug product has
not provided satisfactory relief, that the
physician will treat the patient with a
prescription medication. Therefore, the
agency is not including the word
pharmacist, as recommended by the
Panel, in these warnings and directions
as proposed in this tentative final
monograph.. :

18. In the warnings section, the agency
is proposing the statement “Avoid
contact with the eyes” in addition to the
wamning “For external use only”
recominended by the Panel, Use of both
statemenis is consistent with the
warnings included in a number of other
OTC drug monographs for topical drug
products. (See, for example, the
tentative final monograph for OTC
external analgesic drug products (48 FR
5852; February 8, 1883}; the tentative
final monograph for OTC skin protectant
drug products (48 FR 6820; February 15,
1983); and the final monograph fer OTC
tepical otic drug products (51 FR 28656;
August 8, 1986}.)

19. In an effort to simplify OTC drug
labeling, the agency proposed in @

number of tentative final monographs to
substitute the word “doctor” for
“physician” in OTC drug monographs on
the basis that the word “doctor” is more
commonly used and betier understood
by consumers, Based on comments to
these proposals, the agency has
determined that final monographs and
any applicable OTC drug regulations
will give manufacturers the option of
using sither the word “physician” or the
word “dector.” This tentative final
monograph proposes that option. {See

§ 335.250({e} below.}

20. Under agency regulations relating
to official names and established names
for drugs in § 298.4{b} {21 CFR 292.4(b)}.
the established name of a drug iz ’
defined in section 502{2) of the act (21
1.8.C. 352(e)) as (1} an officizl name
designated pursuant te section 508 of the
act {21 U.S.C. 358); {2} if no such official
name has been designated for the drug
and the drug is an article recognized in
an official compendivm, ther the official
title thereof in such compendium; and
{3) if netther paragraphs (1) or {2}
applies, then the common or usual name
for the drug. “Icdochlorhydroxyquin”
and ‘Clioguinel” are synonyms for the
same chemical entity for which an
official name has not been designated
pursuant to sectior: 508 of the act.
However, *Clicquinel” is the official
title in an official compendium (Ref. 1}
and therefore is the established name;
accordingly “Todoehlothydrexyquin” in
§ 333.210(b} of the Panel’s recommended
monograph has been replaced with
“Clioquinal” in § 333.210{a] of this
tentative final monograph.

Reference

{1} “The United States Pharmacopeia
XX1—The Natienal Formulary XVL" United
States Pharmacopeial Cenvention, Inc.,
Rockville, MD, p. 227, 1985.

21. For products containing clieguinol,
the agency is proposing the following
warnings: “Do not use on children under

-2 years of age” and “Do not use for

diaper rash.” These statements must
appear in bold face typs as the first
warnings under the “Warnings”
heading. (See Citizen Petition below.)

i1, Citizen Petition

On July 24, 1985, & Citizen Petition
was filed urging FDA to remove from the
market as dangerous to infants and
adults all prescription and OTC drugs
containing clioquinol (formerly named
iodochlorhydroxyquin) (Ref. 1}. The
petition stated that these drugs, when
applied directly to the skin, are used in
many cases for diaper rash and othsr
skin problems in infants and children.
The oral form of clioguinel was
previously used ta treat travelers’

diarrhea and & rare disease known ag
acrodermatitis enteropathica. This form
of the drug was taken off the marketin ~
most countries, inchiding the United
States, because it was linked to over
16,000 cases of subacute myelo-
opticoneurcpathy (SMOM] in Japan and
other countries.

While no cases of SMON related to
the dermatologic use of clicguine! have
been reported, the petition stated that
there is now reason to believe that the
topical form of the drug poses a
significant threat of ioxicity. Acecerding
to the petition, recent studies bave
demonstrated that there is substantial
percutanecus absorpiion of clioguinol
resulting frem topical use in humane and
dogs, and that amounts of the drug not
excreted from the bedy are stored in
tissue. Further, it contended that animal
studies suggest that toxicity may cccur
at fairly low levels of exposure, levels

-close to those an infant may receive.

The petition expressed the view that
clioquinol is dangerous because it
concentrates fn the organs and can
cause SMON and Hver toxicity. In
suppert of its views, the petition cited
recently published studies by Stohs et
al. (Ref. 2] and Ezzedeen ef al. (Ref. 3]
(Those studies werse published efter
publication of the Panel's report and
thus were not evaluated by the Panel}

In the Stchs study {Ref. 2], 5 gram {g] -
doses of 3 percent clioquinel cream
were applied to the forearms of five
healthy male subjects. Each dose was
applied cver a 200 square centimeter
{cm?) area, and the entire area was
sccluded with plastic wrap. Blood and
urine samples were collected and
assayed regularly. Twelve hours after
application, the remaining drug was
removed from the subjects’ forearms.
The amount removed was quantitatively
analyzed and, based on this analysis,
the authors cencluded that
approximately 40 percent of the
topically applied drug had been
absorbed.

In the Ezzedeen study (Ref. 3}, 5 g

" doses of 3 percent clioquinol cream

were applied twice daily to the backs of
five mongrel dogs. The cream was
applied over a shaved 200 em® area and
oecluded with plastic wrap. The
applications wetre continged for 28 days.
Blood samples were drawn and assayed
for clioquinol on a regular basis. The
percentage of drug absorbed was
estimated by measuring the amount of
drug remaining on the back of each dog.
Using this unvalidated method, the
acthors estimated that approximately 52 -
percent of the drug was absorbed. :
Thiz stedy was primarily &- g
percutaneous absorption study.



- Federal Register / Vol 54, No. 237 | Tuesday,

December 12, 1989 / Proposed Rules

51153

However, the authors also made several
observations that they suggest are toxic
effects related to topical treatment with
clioquinol, One dog died after 15 days of
topical treatment, and microscepic
examination of the liver revealed
necrosis. One dog developed partial
hand limb paralysis similar to that
reported in a Japanese study of oral
administration of clioguinol (Ref, 4),
However, histologic and neurologic
evaluations of this dog were not
performed. All treated dogs lost weight,
while no weight loss occurred in control
animals,

In the second phase of this study, in
addition to the topical application of
clioquinol, three dogs were injected with
8 100 milligrams {mg} intravenous {(Iv)
bolus dose of clioquinol 2 months after
topical freatment. The three dogs were
killed 2 weeks after the bolus injections.
Liver, kidney, and mesenteric adipose
tissues were analyzed for clioguino],
and mean levels of 1.22, 0.83, and 0.88
mg/g, respectively, were found, The
authors also microscopically examined
the liver tissues of the 8 dogs and found
liver lesions similar to those found in the
dog that died after 15 days of topical
freatment. The contro] dogs were not
sacrificed or examined similarly.

The petition contended that if 1 g of a
3-percent clioguinol preparation was
applied to a child’s diaper rash thres
dmes a day, a total daily dose of 5o mg
per day would be applied. If the child
weighed 10 kilograms {kg) {22 Ibs), the
amount of clioquinel would be 8 mg/kg/
day, which is close to the 17 mg/kg/day
dose in the dog study and over three
dmes higher than the single dose of 2.5
mg/kg in the human study in which
blood levels of 0.37-0.55 mg/milliliter
(mL) were obtained. The petition also
expressed concern about the 9 mg/kg/
day an infant might receive because of
its proximity to the gra} doses received
by SMON victims {many between 12.5
and 25 mg/kg/day).

Cn November 18, 1985, FDA's
Dermatologic Drugs Advisory
Committee met to consider the petition,
Sidney J. Stohg, a principal investigator
in-both cited studies, appeared before
the Committee and discussed the results
of his work, :

After extensive questioning and
discussion, the Committee generally
agreed that the two studjes upon which
the petition is largely based are not
adequate to support the removal of all
clioquinol products from the market, The

ommittee expressed concern however
that absorption of the drug by infants,
even in small amounts, poses a potential .
sk, and voted to recommend that
oquinol be moved from the OTC
_«arket to prescription status to prevent

indiscriminate use of the drug,
especially in infants {Ref, 5).

The agency has reviewed the data
bresented in the petition, With regard to
the Stohs’ study (Ref, 2), the agency is
unable to conclude that the extent of
percutaneous absorption was reliably
established. The method used to
determine the extent of absorption is an.
indirect method of determining the
absorption of topically applied drugs
and, to the agency’s knowledge, has not
been validated as an accurate method.
The published report on this study does
not provide any information regarding
the validity of this method, Furthermore,
at the November 1985 Dermatelogic
Drug Advisory Committee meeting {Ref.
5), Dr. Stohs was unable to provide
assurance that the method had been
validated as accurate. The agency
believes that it is highly probable that
this method will greatly overestimate
the amount of drug absorbed because of
the difficuliy in removing all of the drug
remaining on the skin,

The agency believes that the -
observations made during the topical
application phase of the Ezzedeen study
are of concern, but also believes that the
evidence linking the effects observed to
the drug is weak. The published paper
provides no information documenting
that the pretreatment status and the
handling of the dogs during the study
were comparable for the treatment and
control groups. Furthermore, at the
November 1985 Dermatologic Drugs
Advisory Committee meeting {Ref, 5},

- Dr. Stohs, one of the investigators in the

Ezzedeen study, stated that the
treatment and contro] dogs were not
handled in a similar fashion,

The agency also finds the toxicity and
tissue retention observations concerning
the three dogs that received IV

* injections of clioquinol inadequate to

support a conclusion that topical
application of the drug would cause
similar effects. The relationship between
the effects of IV clioquinol
administration and the effects of topical -
cliequinol application is unknown.
Morecver, because of the inadequate
control procedures used, the liver
toxicity observations cannot be
confidently attributed to the IV ;
administration of clioquinol. -
Overall, the agency believes that the
two studies primarily relied upon to
support the petition are inadequate to
demonstrate that OTC topical
clioguinol, Prescription topical
clioquinol/hydrocortisone, and
prescription topical clioquinol/nystatin
are dangerous to health when used in
the dosage or manner, or with the
frequency or duration prescribed,
recommended, or suggested in their

lebeling. Based upon the extensive
marketing history of this ingredient, the
agency concludes that there are
insufficient data available to justify
removing all clioguinol-containing drug
products from the market ag misbranded
under section 502(j) of the act (21 US.C.
352(j)) based upon the information
presented in the petition,

Although the agency does not believe
that the existing information requires
removal of topical clioguinol from the
market as suggested by the petition, or
restriction to prescription-only status as
recommended by the Dermatologic
Drugs Advisory Committee, the agency
shares the concern expressed by the
petition and the Advisory Committee
that use of topical clioquinol on infants
may potentially place them at increased
risk. This risk is not well defined
because of the lack of information
relating to the use of topical clicquinol
on infants,

The Antimicrobial II Panel evaluated
possible blood levels and the potential
toxicity resulting from several “worst
case” situations in which clioguinol
would be applied topically to broken
skin, The Panel considered application
to a jock itch or ringworm condition,
both of which represent a larger surface
area than an athlete's foot condition,
and assumed total and rapid absorption
occurs after each application, The Panel
reported that the biood levels estimated
from such exposure would ba well
below the reported 15-tc-39 ug/mL
blood levels obtained during a 2-week
cral administration of cliequinol in
which no toxic symptoms were
observed. {See 47 FR 12480 at 12498.)

In an adult, the surface area of contact
is small {probably less than 5 percent)
when clioquinol is used for its approved
OTC indications. If clioquinol were used
for diaper rash in infants, the affected
area may be 10 to 15 percent of the body
surface. Additionally, inflamed and
often open surface areas are more
permeable and permit a greater degree
of absorption. Clioquinol is detoxified in
the adult liver by conjugation with a
glucuronide. Infants do not have as fully
developed a conjugation pathway as
adults; thus, clioquinel may accumulate
in infants due to & reduced ability to
detoxify the drug. Additionally, a young
child has less percent body fat and a
developing nervous system, Although
clioguinol is not specifically approved
for diaper dermatitis and there are no
known reports of SMON or major
systemic toxicity in children following
topical use, children under age 2 are on
theoretical grounds the population with
the highest potential risk for an adverse
outcome. Accordingly, while the agency
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believes that clioquinol may remain on
the OTC market labeled for itz approved
OTC uses {i.e.. athlete’s foot, jock itch,
and ringworm), it must be labeled that it
is not for tse on children under 2 years
of age and that it is not for use for
diaper rash. Therefore, the agency is
proposing that 2 warning statements
appear on all OTC drueg products
containing clioguinol, and that these
statements appear in bold face type as
the first warnings on the label, as
foliows: “Do not use on children mder 2
years of age.” “Do not use for diaper
rash.”
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The agency has examined the
economic consequences of this proposed
rulemaking in conjunction with other
rules resulting from the OTC drug
review. In a notice published in the
Federal Register of February 8, 1883 {48
¥R 5808), the agency arnounced the
availability of an assessment of these
economic impacts. The assessment
. determined that the combined impacts
of all the rules resuliing from the o1C
drug review do not constitute a major

" rule according to the criteria established
by Executive Order 12291. The agency
therefore concludes that no one of these
rules, including this proposed rule for
OTC antifungal drug products, is a
major rales

The economic assessment also

concluded that the overall OTC drug
review was not likely to have a
significant economic impacton &
substantial number of small entities as
defined in the Regulatory Flexibility Act
(Pub. L. 86-354). That assessment
included a discretionary Regulatory
Flexibility Analysis in the event that an
individual rule might impose an unusual
or disproportionate impact on small
entities. However, this particular
rulemaking for OTC antifungal drug
products is not expected to pose such an
impact on small businesses. Therefore,
the agency certifies that this proposed

rale, if implemented, will not have a
significant economic tmpaciona

- gubstantial number of small entities.

"The agency invited public comment in
the advance notice of proposed
ulemaking regarding any impact that
this rulemaking would have on OTC

* antifungal drug products. No commenis

on economic impacts were received.
Any comments on the agency’s initial
determination of the econemic
consequences of this proposed
rulemaking should be submitted by
March 11, 1990, The agency will
evaluate any comments and supporiing
data that are received and will reassess -
the economic impact of this rulemaking
in the preamblie to the final rule.

The agency has carefully considered
the potential envirormenial effects of
this action. FDA has concluded that the
action will not have a significant jmpact
on the human environment, and that an
environmental impact statement is not
required. The agency’s finding of no
significant impact and ihe evidence
supporting that finding, contained in an
environmental assessment, may be seen
in the Dockets Management Branch
(address above} between g am. and 4
p.m., Monday through Friday. This
action was considered ander FDA’s final
rule implementing the National
Environmental Policy Act {21 CFR part
25]. -

The agency is proposing to remove
§ 310.201(a){29} because the conditions
in that section for tolnaftate
preparations will be superseded by the
requirements of the final monograph on
OTC antifungal drug products {subpart
C of 21 CFR part 333}

Interested persons may, on Of before
March 11, 1980, submit to the Diockets
Management Branch written comments,
objections, or requests for oral hearing
before the Commissioner on the
proposed regulation. A request for an
oral hearing must specify points to be
covered and time requested. Written
comments on the agency’s economic
impact determination may be submitted
on or before March 11, 1980. Three
copies of all comments, cbjections, and
requests are to be submitied, except that
individuals may submit one copy-
Comments, objections, and requests are
to be identified with the docket number
found in brackets in the heading of this
document and may be accomparnied by
a supporting memorandum or brief.
Comments, cbjections, and requests
may be seen in the office above between
9 a.m. and 4 p.m., Monday through
Friday. Any scheduled oral hearing will
be announced in the Federal Register.

Interested persons, on ©F before
December 12, 1890, may also submit in
writing new data demonstrating the

safety and effectiveness of thoss
conditicns not classified in Category L
Whritien comments on the new data may
be submitted on or before February 2,
1g91. These dates are consistent with
the time periods specified in the
agency's final rule reviging the
procedural regulations for reviewing and
classifying OTC drugs, published in the
Federal Register of September 23, 1581
(46 FR 47730). Three copies of all data
and comments on the data are to be
submitted, except that individuals may
submit one copy, and all data and
comments are to be identified with the
docket number found in brackets in the
heading of this document, Data and
comments should be sddressed fo the
Dockets Management Branch {address
above). Received data and comments
may also be seen in the cffice above
between 9 am. and 4 p.m., Monday
through Friday. . -

In establishing a final monograph, the
agency will ordinarily consider only
data submitted prior to the closing of the
administrative record on February 12,
1991. Data submitted after the closing of
the administrative record will be
reviewed by the agency only after a
final monograph is published in the
Federal Register, unless the
Commissioner finds good cause has
been shown that warranis eariier
consideration.

List of Subjects
21 CFR Part 310

Administrative practice and
procedurs, Drugs, Medical devices.
Reporting and recordkeeping
requirements.

21 CFR Pert 333

sifungal drug products, Labeling,
Over-the-counter drugs.

Therefore, under the Federal Food,
Drug, and Cosmetic Act, it is proposed
that subchapter D of chapter 1 of #itle 21
of the Code of Federal Regulations be
amended in parts 310 and 333 as follows:

PART 310—NEW DRUGS

1. The authority citation for 21 CFR
part 310 continues to read as follows:

Authority: Secs. 201, 301, 501, 502, 503, 505,
506, 507, 512-516, 520, 601{a), 701, 704, 705, 706
of the Federal Food, Drug, and Cosmetic Act
(21 U.S.C. 321, 351, 351, 352, 353, 355, 356, 357,
360b-360f, 360]. 361(a}. 371, 374, 375, 378%
secs. 215, 301, 302(a), 351, 354-360F of the
Public Health Service Act {42 U.8.C. 218, 241,
242(a}, 262, 263b-253n).

§310.201 [Amended!}

2. Section 310.201 Exemption for
certain drugs limited by new-drug

w
oy
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applications to prescription sale is
amended by removing paragraph (a){29).

PART 333—TOPICAL ANTIMICROEIAL
DRUG PRODUCTS FOR OVER-THE-
COUNTER HUMAN USE

3. The authority citation far 21 CFR
part 333 continues to read as follows:
Authority: Secs. 201, 501, 502, 503, 505, 510,

701 of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 321, 351, 352, 358, 355, 360, 371).

4. Part 333 is amended by adding new
subpart C to read as followes: -
Subpart C—Topical Antifungal Drug Products

Sec.
333.201
333.203

Scope.

Definitions.

333.210 Antifungal active ingredients.

333.250 Labeling of antifungal drug
products. )

333.280 Professional labeling.

Subpart C—Topical Antifungal Drug
Products

§333.201 Scope.

-{a) An over-the-counter antifungal
drug product in a form suitable for
topical administration is generally
recognized as safe and effective and is
not misbranded if it meets each of the
conditions in this subpart and each .
general condition established in § 330.1
- of this chapter.

(b} References in this subpart to
regulatory sections of the Code of
Federal Regulations are to chapter I of
title 21 unless otherwise noted,

§333.203 Definitions.

As used in this subpart:

(a) Antifungal. A drug which inhibits
the growth and reproduction of fungal
cells and decreases the number of fungi
present,

(b) Athlete’s foot. An infection of the
feet caused by dermatophytic fung.

(¢) Dermatophyte. A fungus that
invades and lives upon the skin or in the
hair or nails.

(d} Fungus. Any of a large division of
plants, including dermatophytes, yeasts,
and molds, characterized by a simple
cell structure and the absence of
chlorophyil.

(e} Jock itch. A chronic and recurrent
dermatophyte infection which affects
the upper, inner thighs and sometimes
extends to the groin and the pubic area;
the condition most frequently occurs in
men, but may also occur in women,

{f) Ringworm. A skin infection caused
by dermatophytic fungi.

§ 333.210 Antitungal active ingredients,

The product consists of any of the

following active ingredients within the
specified concentrations established for

each ingredient and the product is
labeled according to § 333.250.

(a) Clioquinel 3 percent.

(b} Haloprogin 1 percent.

(¢} Miconazole nitrate 2 percent.

(d) Povidone-iodine 10 percent.

{e) Tolnaftate 1 percent.

{ff Undecylenic acid, calciem
undecylenate, copper undecylenate, and
zinc undecylenate may be used
individually or in any ratio which
provides a total undecylenate
concemntration of 10 td 25 percent.

§ 333.250 Labeling of antifungal drug
products.

(a) Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as an “antifungal.”

(b} Indications. The labeling of the
product states, under the heading
“Indications,” any of the phrases listed
in this paragraph, as appropriate. Other
truthful and nonmisleading statements
describing only the indications for use
that have been established in this
paragraph (b}, may also be used, as
provided in § 330.1(c)(2) of this chapier,
subject to the provisions of section 502
of the act relating to misbranding and
the prohibition in section 301{d) of the
act against the introduction or delivery
for introduction into interstate
commerce of unapproved new drugs in
violation of section 505(z) of the act.

{1) For products containing eny
Ingredient idenified in § 333.210 labeled
Jor the treatment of athiete’s foot, jock
itch, and ringworm. (Select one of the
following: “Treats,” “For the treatment
of,” “For effective treatment of,”
“Cures,” “For the cure of " “Clears up,”
or “Proven clinically effective in the
treatment of”) (select one condition from
any cne or more of the following groups
of conditions: (i) “athlete’s foot,”
“athlete’s foot {dermatophytosis),”
“athlete’s foot (tinea pedis),” or “tinea
pedis (athlete’s foot)”; (i} “jock itch,”
“jock itch (tinea cruris),” or “tinea cruris
(jock itch)™; or (iii) “ringworm,"”
“ringworm (tinea corperis),” or “tinea
corporis (ringworm).”)

(2} For products conloining the
ingredient identified in § 333.210(e}

-labeled for the prevention of athlete’s

foot. (Select one of the following:
“Clinically proven to prevent,”
"Prevents,” “Proven effective in the
prevention of,” “Helps prevent,” “For

the prevention of,” “For the prophylaxis

(prevention) of,” “Guards against,” or
“Prevenis the recurrence of"} (select one
of the following: “athlete’s foot,”
“athlete’s foot {dermatophytosis),”
“athlete’s foot (tinea pedis),” or “tinea
pedis (athlete’s foot)”) “with daily use.”

(3) Other allowable statement for
products labeled according to paregrop

- (b)(1) of this section. The labeling of the

product may contain an additional
indication statement as follows: (Select
one of the following: “Relieves,” “For -~
relief of,™ “For effective relief of ” or
“Soothes,”) [select one or more of the »
following: “itching,” “scaling,™
"Cfaﬁkjng:' "ﬁmlﬁng," “Ped*nﬁss,w .
“soreness,” “irritation,” “discomfort,”
“chafing associated with jock itch,™
“itchy, scaly skin between the toes,” ar
“itching, burning feet”).

(4) Other allowable statement for
products labeled according to paragraph
(b)(2} of this section. The labeling of the
product may contain an additional
indication statement as follows: “Clears
up athlete’s foot infection and with daily
use helps keep it from coming back.”

(¢} Warnings. The labeling of the
product contains the following warnings
under the heading “Warnings”:

(1} For products containing any
ingredient identified in § 333.210. (i) “Do
not uge on children under 2 years of age
except under the advice and supervision
of a doctor.”

(i) “For external use only.”

(iii) “Avoid contact with the eyes.”

(2) For producis labeled according to
baragraph (b)(1) of this section for the
treaiment of athlete’s foot and
ringworm. “If irritation occurs or if there
is no improvement within 4 weeks,
discontinue use and consult a doctor.”

(8) For products labeled acecording to
paragraph (b)(1) of this section for the
treatment of jock itch. “If irritation
occurs or if there is no improvement
within 2 weeks, discontinue use and
consult a doctor.”

(4} For products lcheled accerding to
Pparagraph (b)(2] of this section forthe
prevention of athlete’s foot, “If irritation
oceurs, discontinue use and consult a
docior.”

{5) For preducts containing the
ingredient identified in § 333.2100a)

- labeled according to paragraph (B){1} of

this section. The following statements
must appear in bold face type as the
first warnings under the “Warnings”
heading. (i) “Do not use on children
under 2 years of age.” {This warning is
to be used in place of the warning in
paragraph (c}(1)(i) of this section.)

{ii) “Do not use for diaper rash.”

{d) Directions. The labeling of the
product contains the following
staiements under the headin
“Directions:”

{1} For products labeled according to
paragraph (b)(1) of this section for the )
treatment of athlete’s foot, jock itch, and
ringworm. “Cleanss skin with soap and
water and dry theroughly. Apply” (the
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word “spray” may be used to replace
the word “apply” for aerosol products)
“a thin layer over affected area mornirig
and night or as directed by a doctor. For
athlete's foot, pay special attention to
the spaces between the toes. It is also
helpful to wear well-fitting, ventilated
shoes and to change shoes and socks at
least once daily. Best-results in athlete’s
foot and ringworm are usually obtained
with 4 weeks’ use of this product, and in
jock itch, with 2 weeks’ use. If
satisfactory results have not occurred
within these times, consult a doctor:
Children under 12 years of age should be
gupervised in the use of this product.
This product is not effective on the scalp
or nails.” '

(2) For products labeled according to
paragraph {b)(2) of this section for the
prevention of athlete’s foot. *“To prevent
fungal infection of the feet {athlete’s
foot), cleanse skin with soap and water
and dry thoroughly. Apply” (the word
“gpray” may be used to replace the
word “apply” for aerosol products) “a
thin layer to feet once or twice daily,
paying special attention to the toenails
and the spaces between the toes. It is
also helpful to wear well-fitting,
ventilated shoes and to change shoes
and socks at least once daily.”

- {€) The word “physician” may be
substituted for the word “doctor” in any
of the labeling statements in this
section.

§ 333.280 Professional iabeling.

The labeling provided to health
professionals (but not to the general
public) may contain the following
additional indication:

(a) For products containing haloprogin
or miconazole nitrate identified in
§333.210 {a) and {c). “For the treatment
of superficial skin infections caused by
yeast (Candida albicans).” :

. {b) [Reserved]

Dated: October 28, 1989.
James S. Benson, )
Acting Deputy Commissioner of Food and
Drugs.
{FR Doc. 89-28616 Filed 12-11-89; 8:45 am]
BILLING CODE 4160-01-M
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